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(57) [Abstract] As for this invention, activity which adjusts fun 
ction of cytoplasmic rnsrnbrane receptor where amino acid 
sequence ofthe intracellular carboxy end is - Al - A2- A3 it 
possesses, amino acid sequence of at least 3 in longitudinal 
direction to possess, Method of analyzing function of C- 
terrninal of receptor or thereceptor novel peptide and 
biological stability which possess carboxy terrrinal sequence of - 
X - Y - Z (In Formula, as X= Al or Al amino acid which 
belongs to thesame classification; Y=L - amino acid or glycine ; 
it belongs to sarreclassifi cation as Z= A3 or A3 amino acid ),the 
pharmaceutical composition which contains derivative of said 
peptide where cytoplasmic membrane permeability or 
theabove-rnenti oned adjustment activity improves, and salt , 
and theseconpound which are admitted in those 
pharmacological, in addition making use ofthese coirpound 
Furthermore and, method of adjusting signal transduction of 
cytoplasnic rnernbrane receptor. And it regards therapeutic 
method of disease which relates to signal transduction ofthe 
cytoplasmic rnernbrane receptor. 
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[Gaim(s)] It possesses activity which adjusts function of cytop 
lasrri c membrane receptor wherethe amino acid sequence of 1 . 
intracellular carboxy end is - Al - A2 - A3, peptide and 
biological stability \vhichpossess arrino acid sequence of at 
least 3 in longitudinal direction, possess carboxy terminal 
sequence of the - X - Y - Z (In Formula, as X= Al or Al amino 
acid which belongs to thesame classification; Y=L - amino acid 
or glycine ; it belongs to sameclassification as Z= A3 or A3 
amino acid ), derivative of said peptide where cytoplasmic 
rnerrbrane permeability or theabove-mentioned adjustment 
activity improves, and salt which isadmitted in those 
pharmacological. When in Formula of 2. -X-Y-Z, Al is L- 
serine or L - threonine, when arrino acid and Al which possess 
hydroxy group or thiol group inthe X= position are arrino 
acid other than L - serine or L - threonine, X= Al ; Y=L - 
amino acid or glycine ; as Z= A3 or A3 it possesses thecarboxy 
terminal sequence of amino acid which belongs to same 
classification, peptide of Claim 1, salt which is admitted in its 
derivative , and thosephanrficological. When in Formula of 3. - 
X-Y-Z, Al is L - serine or L - threonine,the arrino acid 
which possesses hydroxy group or thiol group in X= 
position; theY=L - arrino acid or glycine ; as Z= A3 or A3 it 
possesses carboxy terrrinaJ sequenceof arrino acid which 
belongs to same classification, peptide ofthe Claim 1, salt 
which is admitted in its derivative , and those pharmacological. 
In Formula of 4. - X - Y- Z, as X= Al or Al arrino acid 
whichbelongs to same classification; Y=L - amino acid or 



1ST As Paterra(tm), Version 1 .5 (There may be errors in the above translation. I ST A cannot 

be held liable for any detriment from its use. WWW: http://www.intJsrience.com Tel:800-430-5727) 



P.4 



JP 9701 1091S Machine Translation 



m£tLZ>&» 5. -X-Y-Z<Di£*, A 1 A<L--t? 
'J Vft^lWiL-^U* — ^&t$* X = j8&lC7KK£ 

fe^t^ L - X Ut->^«)7 5 y g<?) i: X = A 
-X-Y-Z<Dj£^ A^L-^y Vft&lMiL-XU 

*->-cft£<b£. x = ^{ilc7KS«foi>twi^^- ;u 

i^^t§75>S; Y = L-7Sy»fc$LMiyjv' 

n-Stt. 7. -X- Y-Z<D3£*, X=A, ; Y= L 
-T £yfS&&lM±4TU v> ; Z = A 3 <D* JU**5/*4B 

TJ^ft&<0»^Wl::»B**i**. 8. -X-Y- 
Z0)&*P + X = A ! ; Y = A 2 ; Z = A 3 ©* Jl/tf * v*SB 

tf^Jri&aSB^WKSBStu**- 9. 

tf* v*S»0) 7 S y BlWJtf- A !- A 2 - A 3 X* ft &$ffli& 
Kb-t!^-(3!)a)l6*Mt*iSttfi*t6, 3t1 : 



glycine ; itpossesses carboxy terminal sequence of Z= A3, 
peptide of Claim 1 , salt which is admitted in its derivative , 
and those pharmacological. When m Formula of 5. - X- Y- 
Z, Al is L - serine or L - threonine,when amino acid , Al which 
possesses hydroxy group or thiol group in X= position isthe 
amino acid other than L - serine or L - threonine, X= Al ; Y=L - 
amino acid orthe glycine ; it possesses carboxy terminal 
sequence of Z= A3, K ^ jp8 K ofthe Qaiml.salt which is 
admitted in its derivative , and those pharrnacological. When 
in Formula of 6. -X-Y-Z, AJisL- serine or L - threonine, 
the arrino acid which possesses hydroxy group or thiol group in 
X= position; theY=L - arrino acid or glycine ; it possesses 
carboxy terminal sequence of Z= A3, peptide ofthe Claim 1, 
salt which is admitted in its derivative , and those 
pharrnacological. In Formula of 7. - X- Y- Z, X= Al ; Y-L- 
arrino acid or glycine ; itpossesses carboxy teminal sequence of 
Z= A3, peptide of Qaim 1 , salt which is admitted in its 
derivative , and those pharmacological. In Formula of 8. - X - 
Y - Z, X= Al ; Y= A2 ; it possesses tliecarboxy teminal 
sequence of Z= A3, peptide of Qaim 1 , salt which isadmatted 
in its derivative , and those pharrnacological. Itpossesses 
activity which adjusts function of cytoplasmic riErnbrane 
receptor wherethe arrino acid sequence of 9. intracellular 
carboxy end is -Al - A2- A3, Formula 1 : 
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It is displayed with [In Formula, Rl =Al it does and < as Al b 
elongs to thesame classification side chain smjcture of arrino 
acid which; side chain structure or hydrogen of R2 =L - arrino 
acid; As R3 = A3 or A3 side chain structure of arrino acid which 
belongs to thesame classification is meant, As for R.4 with side 
chain smicture of amino acid of option, As for R5 is a 
substituted or unsubstituted straight chain of Cl to C6 which, 
Amount chain, Or it is a alkoxy group of cyclic, Or with 
hydroxy group , As for eachR6 individually with hydrogen or 
methyl group , As for each R7 individually with hydrogen or 
oxygen , As for B with carbonyi group or direct bond , As for 
R8 and R9 with respective hydrogen , or substitution or 
theunsubstituted alkyl group or substitution or unsubstituted 
aromatic group , in this case as for alkyl group withthe straight 
chain , amount chain, or cyclic , as for m with theO to 12 , as 
for n when with 0 or 1 , furthenrorethe n is 1 , as for R8 and R9 
becorririgsirriiltaneous, foming ring, good; However, R6 and 
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R9 it is a hydrogen armltaneously, ], peptide of Qaim 1, salt 
whichis adrritted in its derivative , and those pharmacological. 
When 10. Ai is L- serine or L - threonine, when side chain 
structure of arrino acidwhich possesses hydroxy group or thiol 
group in Rl = position, Al is theartino acid other than L - 
serine or L - threonine, side chain structure of Rl = Al; side 
chain structure or hydrogen of R2 =L - amino acid; R3 = A3 it 
does and < as the A3 it is a side chain structure of arrino acid 
which belongs to sarreclasaficarion, peptide of Qaim 9, salt 
which is admitted inthe its derivative , and those 
phanracological. When 11. Al is L - serine or L - threonine, 
side chain structure of arrino acid whichpossesses hydroxy 
group or thiol group in Rl = position; side chain structure 
or hydrogen of R2 =L - arrino acid; as R3 = A3 or A3 it is a 
side chain structure of arrino acidwhich belongs to same 
classification, peptide of Claim9, thesalt which is admitted in 
its derivative , and those pharmacological. As 12: Rl = Al or 
Al side chain structure of arrino acid which belongs to thesame 
classification; side chain structure or hydrogen of R2 =L - 
arrino acid; it is aside chain stnjcture of R3 = A3, peptide of 
Qaim 9, salt which isadrnitted in its derivative , and those 
pharmacological. When 13. Al is L - serine or L - threonine, 
when side chain structure of amino acidwhich possesses 
hydroxy group or thiol group in Rl = position, Al is 
theanino acid other than L - serine or L - threonine, side chain 
structure of Rl = Al; theside chain structure or hydrogen of 
R2 =L - arrino acid; it is a side chain structure of R3 = A3, 
peptide of Qaim 9, salt which is admitted in its derivative , 
and thosepharrracol ogi cal . When 14. Al is L - serine or L - 
threonine, side chain structure of arrino acid whichpossesses 
hydroxy group or thiol group in Rl = position; side chain 
structure or hydrogen of R2 =L - amino acid; it is a side chain 
structure of R3 = A3, peptide of Qaim 9, thesalt which is 
admitted in its derivative , and those pharrnacological. side 
chain structure of 15. Rl = Al ; side chain structure or 
hydrogen of R2 =L - amino acid; it is aside chain structure of 
R3 = A3, peptide of Qaim 9, salt which isadrnitted in its 
derivative , and those pharmacological, side chain structure of 
16. Rl = Al ; side chain structure of R2- A2; it is a side chain 
structure of the R3 = A3, peptide of Qaim 9, salt which is 
admitted in the its derivative , and those phanracological. It is 
a 17. m=0to5,salt which is admitted in peptide , its 
derivative ,and those pharmacological which are stated in any 
Qaim of Qaim 9 to 16. It is a 18. m=0to3, salt which is 
admitted in peptide, its derivative ,and those pharmacological 
which are stated in any Qaim of Qaim9 to 16. It is a 19. m= 
0, salt which is admitted in peptide , its derivative ,and those 
pharmacological which are stated in any Qaim of Qaim 9 to 
16. 20. n being 0 , B being carbonyl group , at same timethe 
R9 is methyl group; Or straight chain of Cl to C6 where R5 is 
substituted or urisubstituted, it is a arrountchain, or a alkoxy 
group of cyclic; Or, n being 0 , B being carbonyl group , at 
sametime R9 being methyl group , straight chain of Cl to C6 
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where at thesame time R5 is substituted or imsubshtuted, it is a 
amount chain, or a alkoxy group ofthe cyclic, salt which is 
admitted in peptide derivative , and those 
phanracological which are stated in any Claim of Gaim9 to 
19. 21. B being carbonyd group , R9 is substitution or 
unsubstituted alkyl group orsubsritution or unsubstituted 
aromatic group, salt which is admitted in peptide derivative , 
and those pharmacological which are stated in any Claim of 
aaim9tol9. straight chain of Cl to C6 where 22. R5is 
substituted or unsubstituted, it is a amountchain, or a alkoxy 
group of cyclic, peptide derivative of Qaim21, and salt which 
is admitted in those pharmacological, at least one of 23. R7 
is hydrogen, salt which is admitted inthe peptide derivative , 
and those pharmacological which are stated in any Claim of 
Claim9 to 22. at least one of steric configuration of carbon 
which possesses 24. Rl or theR4 in side chain, is S 
arrangement or R arrangement, thesalt which is admitted in 
peptide , its derivative , and those phanracological whi chare 
stated in any Claim of Claim 9 to 22. at least one of 25. R6 
is methyl group, salt which is admitted inthe peptide derivative , 
and those pharmacological which are stated in any Claim of 
aaim9 to 22. 26. Formula 2 : 




; R 2 = L-T5-'»<D«fltt«*»£lWi7k* ; R 3 
= L-75y»<0«««ae**LMi***WftU R 5 * 

R 6 , R 7 , R 8 fc<fctfR 9 l*l»Sfc£l3»T?*« ; fc*£U 
^n&<D*^Wl=SB**X**« 2 7. : 



It is displayed with [In Formula, side chain structure of Rl =L - 
serine or L- threonine; side chain structure or thehydrogen of 
R2=L- amino acid; side chain structure or hydrogen of R3=L- 
arrino acid is meant, the R5 , R6 , R7 and R8 and R9 earlier 
description and aresynonymous,; however, Rl with side chain 
of serine, at thesame time R2 with side chain of irethionine, 
when at same timethe R3 is side chain of glutarrine you exclude] , 
peptide of Claim 9, salt whichis admitted in its derivative , 
and those pliarnHcological. 27. Formula 3 : 
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[34^ R 1 =L--tr»;>tL<iiL-X L>*-><DWm 

m& ; R 2 = L-7 5yBfl>«JI1Jtaifc4lW*** ; R 3 
= L L-'f VP-f ->>fc&lM* L -D'T v> 

0>tJ$g«££i&i*L* R 5 , R 8 fc£tf R 9 l*ml&<t^§-C* 
fcJ:i;-t*L6fl!)a!?iWl=SB4*V**. 2 8. $fflfi& 

jau-tr^-^MBSrt*^**^*^^ SXXtf- 

&i£ 0 2 9. WIBBU-tr^— <0«Uftrt*iUs15*-> 
*«i<tSXVW-7tft^ 7522 7 0>l\ 

b<oa85*ttf::SBS4i*tto 3 0. SflteMu-tr?* 

— (DWflart^iUTR+vScSBA* t S XLtf-7*C&^, 

1. mffemi"£Zf$-tfF a sTfe&. 1**^1 752 
2 7 <Dl**i*4xj&* — J|t(wiE8<D / *^^ ^0)R^{*. & 
J=tf-ttie>0)a8^fl<l(=8K**t*tta 3 2. Fas 
ft±)l7£*is-£$aib P T P-B A S£<DS6*RlSf £ 
3tt*#*r6. H*311 7522 7<DlvT;h^— W-ISR 
a>*?*h\ -tO)BI«tt:. fcJ=tf**i&0>3R5SW(::8B 
^n-S^o 3 3. «Ii/t^-/)Wl PU-tr^ 
£-T*fc£. 1**111 7522 7 <D^f^-3lf=ISKa> 

tlZ>m o 3 4. «BlHU-b^*-3&<iB 2 -7' Kbtv 
^l/t^--Cfc6, H*«1 75M2 7<0L*rtl^- 

Wf-8B**t*t». 3 5. «IJftBtU-b^*-*< I L 
-8 U-fe:f*-7?fc«u R#S1 7522 Kfil^tlti^- 

«CSB4*iW. 3 6. S^±^B$tv^>fl«:, 

R#E1 7523 S^L^rttA^-^KwIBROfc^tt 
Oi&itai^ttilMo 3 7. Sail&J^u-t: 

3^-*<F a s &*IM*V I P U-b^— T?*y , KB 

*an?a&*. »#S3 60)mmmf$.ty* 3 8. $fflte 

0)*«#J-C*«, R#ffl3 6a>EBajS«| B 3 9. 
j£4t>» 4 0. IS*31 1 7522 7<Dlvr*lJ&*— W=IE 

a)«ffi*<B«fr-&*a. 41. jajSHu-t?*-/* 



It is displayed with [In Fonrula, side chain structure of Rl =L - 
serine or L- threonine; side chain structure or thehydrogen of 
R2 =L - arrino acid; R3 =L - valine , it means L - isoleucine or 
L - leucine, theside chain structure R5 and R8 and R9 earlier 
description and beingsynoriyrrous, it is], peptide of Claim9, 
salt whichis adrritted in its derivative , and those 
pharmacological, intracellular carboxy end of 28. 
cytoplasmic membrane receptor is tSXX motif, salt which is 
admitted inthe peptide , its derivative , and those 
pharmacological which are stated in any Claim ofthe Claims 1 
through 27. intracellular carboxy end of 29. cytoplasmic 
mernbrane receptor is tSXV motif, salt which is adrritted inthe 
peptide , its derivative , and those pharrracological which are 
stated in any Claim ofthe Claims 1 through 27. intracellular 
carboxy end of 30. cytoplasmic mernbrane receptor is tSXL 
motif, salt which is admitted inthe peptide , its derivative , and 
those pharmacological which are stated in any Claim ofthe 
Q aims 1 through 27. 31 . cytoplasmic mernbrane receptor 
is Fas, salt which is admitted in peptide , the its derivative , and 
those pharmacological which are stated in any Claim of Claims 
1 through 27. salt which is admitted in peptide , its derivative , 
and those phamncological which possess activity which 
obstructs connection with carboxy endand P TP - BA S of 32. 
Fas, state in any Claim of Claims 1 through 27. 33. 
cytoplasmic rrernbrane receptor is VIP receptor, salt which is 
admitted in peptide , the its derivative , and those 
pharrracological which are stated in any Claim of Claims 1 
through 27. 34. cytoplasmic rrerrbrane receptor is 2- 
adding U nadic receptor, salt which is admitted inthe peptide , 
its derivative , and those pharmacological which are stated in 
any Claim ofthe Claims 1 through 27. 35. cytoplasmic 
mernbrane receptor is IL - 8 receptor, salt which is admitted in 
peptide , the its derivative , and those pharmacological which 
are stated in any Claim of Claims 1 through 27. 
pharmaceutical composition which includes effective 
therapeutic amount of conpound which is stated in theany 
Claim of support , and Claims 1 through 3 5 which on 36. 
pharmacology areadrritted 37. cytoplasmic merrbrane 
receptor with Fas or VIP receptor , is antitumor agent, 
pharmaceutical composition of the Claim 36. 38. 
cytoplasmic mernbrane receptor being IL - 8 receptor , it is a 
therapeutic agent of inflarrrnatory disease, pharmaceutical 
composition ofthe Claim 36. 39. cytoplasmic merr b ra ne 
receptor being 2 - adding is nadic receptor , it is a 
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Kt>L< 1**07:3-* hZmmtb* IS*3S4OC0^ 
& e 4 2. «JiSHu-b^*-<Dvy^iue]ifc/i^ 

43. 



therapeutic agent of cardiovascular disease,the pharrraceutical 
corrpoation of Q aim 3 6. method winch analyzes function of 
carboxy end of cytoplasmic membrane receptor rnakinguse of 
compound which is stated in any Claim of 40. Gaims 1 
through 27. ligand or agonist of said receptor are jointly used in 
cell or tissuewhich 41. cytoplaaric mernbrane receptor has 
revealed, method of Claim 40. therapeutic method of disease 
which consists of feet that compound whichin rnarnrral of 
disease which relates to signal transduction of 42. 
cytoplasmic membrane receptor isstaled, in any Claim of 
Q aims 1 through 3 5 of effective therapeutic amount is 
prescribed, relatesto signal transduction of cytoplasmic 
mernbrane receptor, disease which relates to signal transduction 
of 43. cytoplasmic mernbrane receptor, is tumor , the 
inflarnrmtory disease or cardiovascular disease, therapeutic 
method of Qaim42. 



*«e8tt«BJftlSU-fe^*-<D«IJftrt* 

e^-3&<lffljftlSU-b^ — S3- KLTL^fc«l*<*»tt6 
^ItL^L (e r b-B 1, neu, f m s , fig. 

k i tff) . UK, u-b^*-£!*D 

tt©-BiftoTl^^- Xa<$S^£tlTl*§ (She 
mike. Cell 37 705-71 3^<— v. 

1 9 84#; Zouffe, Cancer Res. 47 

6123-6125 ^— V, 1 9 8 7 30 „ H*(7) 
7Uirf — j^SlCfel^Tli I L-4-V>I L-5£<hf(D+>- 

, I L- 5 U"b^*— 3&^&«)vy^-iKDlf3i*<fiKH4:ft 

y»££**.S>*lTl** (Meddletonife(i) 
Allergy Principles and Pr 
act i ce, §£4fi£, f 10f, Kayffe. 206- . 

2 1 1 ^-v, 1 9 9 3^) o *fc, JftUS&a. 

U -t? ^ £ - ^ * CO v 2> ; Utf) K « ( z jg B r & 1 0) ft 

»T?*-6iK#jtt«ift<os«»«f=«fcy5i*iec**i5a 



[Description of the Invention] It regards novel pepti 

de compound which possesses activity where novel peptide 
compound and itspharmaceutical composition 
technological field this invention design were done on basis of 
intracellular carboxy terminal sequence of cytoplasmic 
rrernbrane receptor,adjust function of said cytoplasmic 
rronbrane receptor. Furthermore this invention regards 
pharrraceutical composition which contains said the compound 
of this invention. background technology 

cytoplasmic rrernbrane receptor exists on cytoplasmic 
membrane, transmits signal to intracellular by thefact that 
stimulus is received from ligand cell causes, diverse change 
such as nultiplication andrnultiplication stop, ctofferentiation, 
cell death , and new cytoplasmic rrernbrane receptor and 
productionof cytokine with signal from cytoplasmic rrernbrane 
receptor. Control with those cell level being done, integration 
as for homeostasis of thesolid although it is rnaintained fault of 
signal from cytoplasmic mernbrane receptorbecomes cause of 
various disease. Regarding for example cancer gene which 
cloning is done cord hasbeen done example which large number 
has been known cytoplasmic rrernbrane receptor as thecancer 
gene and (Such as erb - Bl ,neu,f ms ^g^kit), abnormal 
expression of EGF receptor which really, is a receptor 
typetjTCsine kinase is reported, case which becomes cause of 
abnormal proliferative of the cancer cell, (Shcmike, Cell 
(0092-8674) Vol.37 , 705 - 713 page and 1984 ; Zou other 
things, Cancer Res. Vol. 47 , 6123 -6125 page and 1987). 
It is thought that production accentuation of IL - 4 and IL - 5 
or other cytokinejeinforcement of signal from namely, IL - 4 
receptor and IL - 5 receptor can become thecause, regarding 
various allergy (Med dl e ton other Al lergy principles 
and Practice, 4th edition and 1 0th chapter, Kay other things, 
206 - 211 page and 1993). In addition, those which originate 
in fault of signal from thecytoplasrni c mernbrane receptor even 
in blood dyscrasia , kidney disease , cardiovascular disease , 
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*<D&m<n%miz&mzti&&o m&*<? 

tSt^tt&G^ux-f 'V^JU KUt^- (GPC 
R) © + KI**rt£'j Kr*81S>*i/Cl*«lv*-— 77 

& (F r yife, Sc i ence 2 6 5^, 1 0 9 3 — 
1 O 9 5* — V. 1 9 94^; Gi bbsi, Col 

1 77^, 1 7 5- 1 7 Si—is* 1 9 94#) . * 
tz. Si£. ISirlfi^^St^KV-O (SH- 

2 K*-f D-f-»v IC&BU 
Ra«(zBB-r4WS6*»«*»(-ft=htlTL^ (Pawso 
nflfe. Curr. Biol. 3^, 434-44 2 — 
v % 1 9 9 3^; Hube rt, Curr. Med. C 
hem. 1*, 13-34K-;?, 1 9 9 4^) e U 

c 3fctti£<0IS*"J £ I* dJSttTMift < u-fe Zf* -(D 

asiE4«a)K5ij*dfc«i«) aW&ose bb^l 

^I6t*fe^ P T P - B A S A<f (D v^'t JHciC^^. 
-SKS^IS^AMzStt. C*«i£(D1 5T5y»««6)Ei< 

Tl*#U (Satoffe, Science 2 6 8 * % 411-415 
K — 1995^) <> Korna u ^0) )\*—~Jh*U 
MDAUt^-tPSD- 9 5 3ft<e^-rftCi:*ftaS 
U f<D^f:IJNMDAUir^^-(30C^a)7 75 
yi»iA<MT?*4CtS«^Lfc (Kornauffe 
, Science 269 1737-17 4 0^ — 
1 9 9 5^) o SKDNMDAL/t^^- 

Lfco K i m^O^;U— ^I4S h a k e r ia)K^^> 
*;K0C5Mielci P S D-9 5tfft£TZ>Zt£tt^L 
fc (Ki mffe, Nature378^, 85-8 8 << — 
1 9 9 5^) o Ctlb^i^vliFasiPTP-B 
A S 0)&£&L9Uz t U-fe Zf$ —toC&m&ft L tz&Sti< 



bone disease and brain * nerve diseaseexist. Therefore as for 
drug which can control signal from cytoplasmic manbrane 
receptorit can be applied by treatment of various disease which 
is caused by thereaction fault of cell. Many cytoplasmic 
meinbrane receptor cloning are done by progress of gene 
cloning technology, theknowledge where revelation is a various 
disease and a relationship andsuggests densely is being 
accumulated But, o fen receptor which still even ligand is not 
known large nurnberexists in G protein couple K receptor (GPC 
R) which is though! that it participates inthe receptor type 
tyrosine kinase and various disease which participate in cancer. 
In addition, still intracellular signal transduction pathway of 
most cytoplasmic rreirbrane receptor has not become still 
clearnotonlya ligand , although concealing large potential, just 
startedcan call creation medicine research which designates 
intracellular signal transctacucttofthe cytoplasmic nrernbrane 
receptor as target, inhibitor of protein kinase, inhibitor of 
farnesil conversion enzyme of the protein is being discovered as 
result of creation rredicineresearch which designates 
intracellular signal transduction to now as target (Fry other 
things, Science 26 Vol.5 , 1093 - 1095 page and 1994 ; Gibbs 
other things Cell (0092-8674) Vol.77 ,175 - 178 page and 

1994) . In addition, recently, you observe to domain (Such as 
SH - 2 domain and leucine zipper) regarding theconnection of 
protein and protein, also research regarding thebinding 
inhibition is done in strenuous, ( Pa wson other things, Cu rr. Bi 
ol. Vol. 3 ,434 - 442 page and 1993 ; Huber other things Cu 
rr.Med Chem. Vol.1 ,13 - 34 page and 1994 ). protein 
connects to intracellular region of receptor, but as for 
reportthat there is a large number, it produces effect on signal 
transduction from receptor,the example where C-terrrinal 
(Here is not meaning, arrangement of C terminal vicinity 
simply andarrangement of terminus of receptor is included 
strictly region ) of receptor in precise sense hasparticipated in 
connection with other protein is not almostknown. Regarding 
Fas, influence which P TP - BA S which is acormection protein 
gives to signal transduction to make clear, 1 5 amino acid region 
of the C terminal vicinity has related to adjustment of cell death, 
it is pointed outdensely, it is not inspected, that whether it is a 
region whichincludes amino acid of (^terminal strictly (Sato 
other things, Science 26 Vol.8 ,411-415 page and 1995 ). 
Kornau or other group connects N MDA receptor and PSD - 95 
densely to discover, the7 amino acid residue of Ckenrinal of N 
MDA receptor is irrportant in connection, itreported densely 
(Kornau other things, Science 2 Vol.69 , 1737 - 1740 page and 
1995 ), In report, you named arrangement which is cornrnon 
to C-terrrinalof N MDA receptor of several kinds tSXV motif, 
concerning receptor whichpossesses arrangement of other 
resemblance you published PSD - 95 reported connects Kim or 
other group to also C-terminal of K channel of Shaker type 
densely (Kim other things Nature 37 Vol.8 , 85 - 88 page and 

1995) . As for these researches is through Oteminal of 
receptor connectionexists densely has shown in addition to 
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•\zZf$ — fo£>LM£ I L- 8 U-fe^*— IwBLTfi. 

* (0 U-b -<D C 3feffl3&«-t<D«teHlff(=ia# L T 

PJili. «lteJ«u-b^*-c*S8«)«BJ!artv^JHHB(= 

§§#*^"^»T§i|!t (Receptor C— termina 
I Regulatory Region (DflgA^S 

Mu-tr^^-coRc R«*<oaffi*Barr€>3tt**-r 

* it £ * *t CO U -t? ^ * - C £*slE9Jtt $g |Z« *5 i 

•t ^ * - <oae * «■ mf& iz m a r * 1 1 * ? & « 
toxmiztsi^xtemmmt Lx^m^<r>it^m^^ 

S&±:<B*aS*lil**" &Zk\z& y. Mfemutr:?*- 
(Z|8-Tl>tt*<Ottftl=OL*rfelTiaBjr€>- Fas F 

a 8ii«J8Sai±i:S4t*L''tr^- , c*y, tnf 
Hi^*— X — 5 »J — \zSL-f& (Smith ft. Ce 
II 7 6i, 9 59-9 6 2^- V. 1 9 94^) „ F 
a sli*<D*BJ!Sn«iai=F a s *) K t L < litfi F a 

Tl*£ (Itohffe, Cell 6 6#, 2 3 3-24 3^- V 
% 1991^; Sudaffe, Ce I I 75« t 1169-11 
7 1 9 9 3^) o Fa 8'J*'>KIJIBSHS 

a 8$<Mfc»S«fflt4Ci:6<ttb*itl^ (Lowin 
Nature 3 7 0#, 6 5 0-65 2^-v, 199 
4^) . F a s &§tmi-&&m*&K\zBLV F a s 



connecting Fas and theP TP - BA S. But, what it has not shown 
in these researches coircerning theinfluence which connection 
causes to signal transduction. In addition, when obstructing 
physiological role of connection and connection, with cell level 
or tissue level what it has not shown concerning change. 
Therefore, is through tSXV motif of receptor importance of 
cormectionhas still not been known in fully. In addition, it is 
not known at present that it is motif wtuchparticipates in 
connection of receptor C-teminaJ in addition to tSXV motif. 
This way, knowledge where G-terrninal of receptor produces 
effecton function of receptor and suggests densely is being 
accurnulated,but still, that being proven has not reached point 
of clearly. As for fact that etc C-terrrinal of these receptor has 
participated inthe functional regulation as example in this 
invention at time of mentioning laterin regard to VIP receptor , 
2 - adding L" nadic receptor or IL- 8 receptor whichit 
shows, fact that it is not known completely is present state. As 
for this invention, design it did on basis of arrangement of 
region (You take head character of Receptor C - terminal 
Regulatory Region and RCR region call) whichparticipates in 
intracellular signal adjustment of cytoplasmic membrane 
receptor C-terninal novel compound , It regards method which 
analyzes function of receptor rnakinguse of pharmaceutical 
composition and said compound which include said compound 
but, compound which possesses activity which adjusts function 
of theRCR region of cytoplasmic membrane receptor on basis 
of receptor C-terrrinal sequence information compound itself 
which designis done, in addition, if these inventors you know in 
regard to method etcwhich analyzes function of receptor 
rnakinguse of said cx>rnpound thefact that it is not known 
completely in is present state. As inscribed, this invention 
regards also method whichanalyzes function of C-terrninal of 
receptor, but method thatwas general Prior Art of this field 
introduces deficiency oi^ubstitution in C-terrrinal of receptor 
and introduces gene of themutation receptor into cell. As 
shown with this invention, genetic operation technology is 
not used making use of corrpouridwhich design is done fromC- 
terrninal of receptor, method whichanalyzes function of C- 
terninal of receptor is not conpletelyknown. As for this 
invention, in addition, it regards also method which adjuststhe 
signal of cytoplasmic membrane receptor by obstructing 
connection with cytoplasmic mernbrarie receptor C- 
terminaland connection protein. Regarding to this method, 
compound of this invention can use for effectiveas inhibitor. 
Furthermore , if method itself and these inventors which 
adjust thesignal of cytoplasmic membran e receptor by 
obstructing connection with cytoplasmic rrerrbrane receptor C- 
terrrinal andthe connection protein, you inform feet that it is 
not knowncompl etely in is present state. Below you explain as 
example in this invention at time of mentioning later 
concerning conventional knowledge regarding theindividual 
receptor which it uses Fas Fas with receptor which exists on 
cell surface, belongs to theTNF receptor superfarnily, ( Smith 
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mgft % J. Immunol. 1 5 2*, 1 7 5 1 - 1 7 5 5^-v 
, 1 9 9450 0 Fas0C»1575y^«$ 
**Lfcje*S0)F a s lilE^S! F a s £ yttl&K&e 
*-S«g*36<»a**lT*5y F a s(OC^m<0 157 5/ 
i£3$Sl*F a s ZitLtzmfefZ&mftimi&V&ZiZktf 
&b*i*tl*& (Itohffc, J.BioLChem. 2 6 8^. 1 0 9 
3 2- 1 09 3 7 ^ — V, 1 9 9 3*) 0 P T P 

-BASAW^tFa s0)C-£ffi<D1 57S;i$t 
t?«W:fitLF a s^itLtzm^^<fi-)V^^\zm 
VBTt>Zttfn£ZtiXl*& (Satofft. ±S£) . PTP 
-BASIi^Dv>Ky>B-lb**i:LT5gfl.4tLfc ( 
Maekawa (ft. FEBS Lett. 3 3 7^, 200-206 ^— 
v. 1 9 94*) Q PTP-BASIt $t&mO)&l*X 
h PTP 1 E „ P T P L 1 t tB?l*tiTL^-6 (Banville 
flfe, J. Biol.Chem. 2 6 9i, 2 2 320- 2 2 3 2 7^ 
— v. 1 9 9 4*: Saras ffe, J. Biol. Chem. 269#, 
24082-24089 ^ — V, 1 994*) „ P T 
P-B AS<D&mi*t KfifcAO^K, BitilC;St3$< t£#> 
b*U ISL OK. mm. M*:feWt3EaLtl^ 
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TL*ft I* (Maekawa ffe, ; Banvi I leffe, JbSfc 
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I2H £> ^-ettft IV PTP-BAS^Wi Lfclt* 

(ZfcL^rCtL*"C*D?»*tT^ftl^o *fc. FasiPT 
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r^y ME?ij/>«M£o«&*<«SftTi*6*< (Satoffe 

, ±a ; Cleveland fflu Cel I 81§, 4 7 9-4 82 
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t ivat ing Pept ide (PACAP) * ir 
^bf> t ^;u* =f >, *Jk>h->, /<7^D-f K 

*;^>btitC77S'j-$«Lti^o v i p 



other things, Cell (0092-8674) 7 Vol.6 , 959 - 962 page and 
1994 ). Fas when Fas ligand or anti- Fas antibody connect to 
extracellular region,conveys signal of cell death to intracellular 
and has function wtnchinduces apoptosis in cell, it is known 
densely, (Itoh other things, Cell (0092-8674) 6 Vol.6 , 233 - 
243 page and 1991 ; Suda other things, Cell (0092-8674) 
VoL75, 1169 -1178 page and 1993). We reveal Fas ligand in 
cell damage characteristic T cell, when attack doing target cell, 
is through Fas system is used has knowndensely, ( Nature 370 
volume, 650 - 652 page and 1994 such as Lowin ). tissue 
which reveals Fas is through Fas overextensively system of cell 
death being broad tissue, it possesses priyaologicalrreaiiing, it is 
suggested densely, so far, technology which by antibody or 
other stimulus for Fasinduces apoptosis in cancer cell is known 
Anti- Fas antibody was prescribed to nude mouse which B cell 
lymphoma transplants done as effect for cancer cell of cell 
death it is through theFas in in vivo, B cell lymphoma 
involution was done, it is reporteddensely, (Trauth other things, 
Science 2 Vol.45 , 301 - 305 page and 1989 ). cell which has 
possessed Fas does by all means and it isnot case that it induces 
cell death with Fas ligand and anti-Fas antibody, has revealed Fas 
of also cancer cell where apoptosis is notinduced in spite large 
number to be reported, antibody or other stimulus for theFas vis- 
a-vis those cancer cell is invalid, (Wo rrg other things, Journal 
of lirmmology (0022-1767, JOIMA3) 1 Vol.52 , 1751 - 1755 
page and 1994). As for Fas of mutant type which is deficient 
capacity whichconveys cell death is reinforced 1 5 amino acid 
residue of C-terninal of Fasfrom normal type Fas and Fas it is 
through 15 amino acid residue of C-terninal ofthe Fas it is a 
regulating domain of cell death, it is known densely, (Itoh other 
things, Journal of Biological Oienistiy(0X)21-9258, JBCHA3) . 
26 Vol.8, 10932- 10937 page and 1993). In addition, P TP - 
BA S being intracellular, it connects to region whichincludes 15 
amino acid of ^terminal of Fas and it is through thecell death 
signal it is adjusted is reported Fas to negative number 
densely(Sato other things, description above). P TP - BA S was 
discovered (Maekawa other things, FEBS Letters (0014-5793, 
FEBLAL) 3 Vol.37 , 200 - 206 page and 1994) as tyrosine 
dephosphoryiation enzyme. As for P TP - BA S, also hP TP 
IE and P TP LI are called in thedifference of heuristic person, 
(Banvil le other things, Journal of Biological Chemistry (002 1 - 
9258, JBCHA3) .2 Vol.69 , 22320 - 22327 page and 1994 ; 
Saras other things, Journal of Biological Chemistry (0021- 
9258, JBCHA3) .2 Vol.69 ,24082 - 24089 page and 1994 ). 
Revelation of P TP - BA S kidney of human adult, is 
recognized moststrongjy in lung, regarding brain , heart , 
pancreas andthe placenta etc has revealed But, revelation is 
almost not recognized in intestine , peripheral blood , the liver 
and skeletal muscle , (Maekawa other things, description 
above; Banville other things, descriptionabove; Saras other 
things, description above). Meaning of revelation in these each 
tissue is not clear. If these inventors you know method which 
kills cancer cell making use ofthe compound which designates 
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P TP -BAS as target, it is not known sofer in. In addition, 15 
amino acid sequence of C terminal vicinity of Fas has done 
reportthat importance to interaction of Fas and PIT - BAS, 
but if(Sato other things, description above; Cleveland other 
things, Cell (0092-8674) Vol.81 ,479 -482 page and 1995), 
these inventors you know compound which obstructs those 
interaction, it isnot known so far in. VIP receptor Vasoactive 
Intestinal Pepti de (VIP) with neuropeptide which consists of 
28 amino acid, Pituitary Adenylyl Cyclase - Activati ng 
Pepti de (P ACA P) andthe *t» clay tin , forms glucagon, 
calcitonin , para Syioid hormone and others andalso family. 
VIP smooth muscle relaxing, blood flow has function 
wrrichincreases. In addition, water from epithelium of lung and 
intestineand flow of ion, multiplication and survival of 
neuronare adjusted, effect is produced to also marry irrrnune 
functioa In VIP nervous system, respiratory system and 
gastrointestine system, it reveals theselective high affinity 
receptor in cell of subset which has irnrnune system human 
high affinity type 1 VIP receptor (HV Rl) gene cloning is done 
from one carcinoma of the colon cell HT - 29, also 
chromosome gene isacquired, ( Co uvineau other things, 
Biochemical and Biophysical Research tairmmications (0006- 
291X, BBRCA) 19 Vol. 3 , 546 - 553 page and 1993 ; Sreedha 
ran other things, Proceedings of the National Academy of 
Sciences of the United States of America (0027-8424) Vol.92 , 
2939 - 2943 page and 1995 ). HV Rl belongs to GPC R 
family, possesses 7 time merrforane penetration structure. 
Revelation of HV Rl is recognized most strongly in lung ofthe 
human, regarding prostate , peripheral blood cell , liver , brain 
andthe small intestine etc has revealed, (Sreed ha ran other 
things, description above), antagonist of VIP control ing 
multiplication of non- small cell lung caicir»rra(Mcody other 
things, Proceedings of the National Academy of Sciences of the 
United States of America (0027-8424) 90 volume, 4345 - 
4349 page and 1993 ), relationship between HV Rl and lung 
cancer is observed from thething (Sreed ha ran other things, 
description above) which exists in short arm of human 
chromosome third where HRVR1 genehas participated in small 
cell lung carcinoma. Concerning signal transduction mechanism 
of VIP receptor adenylate cyclase activity is stimulated is 
knowndensely through G protein, ( Co uvineau other things, 
Journal of Biological Chemistry (0021-9258, JBCHA3) .2 Vol. 
61 ,14482- 14489 page and 1986 ; Laburthe other things, 
AnaN.Y.AcadSci.5 Vol.27 ,296 -31 3 page and 1988). But, 
if these inventors you know that intracellular C-tenrinal region 
of VIP receptor exertsinfluence on function, it is not known so 
far in In addition, if selectively these inventors you know drug 
which operatesin intracellular signal transduction system of VIP 
receptor, it is not known so far in 2 - drifting U nadic 
receptor adding ^ nadic receptor until recently, was 
classified to the 1, 2 and land 2 receptor subtype by 
pharmacological reference mainly. As for - adding I-' 
nadic receptor tissue and its physiological role which arerevealed 
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with subtype differ and l exists in heart , the fat tissue and 
cerebral cortex, activation induces heart beat increase, cardiac 
contractilityincrease and lipid fraction solution. 2 exists in 
lung, liver, cerebellum, smooth muscle , the skeletal muscle 
and polynuclear leukocyte causes relaxation of bronchial 
muscle and vein smooth muscle. Because physiological function 
of respective receptor differs, specific inhibitor is 
soughlrespectively, but existing - adding Is nadic receptor 
inhibitor selectivity is low. Especially there is not a specific 
inhibitor for 2 - adding is nadic receptor for therrost part, 
buto £ > only is known is as certain extent selective 
inhibitor. As for specific 2 - adding Is nadic receptor 
inhibitor it can utilize in treatment of theglaucoma patient 
where you can see fault accentuation of 2 - a d ding ^ nadic 
receptor. As for existing 2 - adding is nadic receptor 
inhibitor because selectivity is low, side effect tothe tissue which 

1 - adding Is nadic receptor has revealed in large 
amountsuch as heart has become problem Therefore as 
usefulness of another specific 2 - adding is nadic receptor 
inhibitor, you can thinkthe possibility which can be utilized in 
reduction of side effect of unselective -adding U nadic 
receptor inhibitor. 2 - adding is nadic receptor is receptor 
which belongs to GPC R fanilywhich cloning is done in 1 987, 
(Kobilka other things, Journal of Biological Chemistry (0021- 
9258, JBCHA3) . Vol.262 , 7321 - 7327 page and 1987 ). As 
for 2 - adding Is nadic receptor through G protein, 
adenylate cyclase is knownis activated densely, intracellular C 
terminal region vicinity of 2 - adding is nadic receptor is a 
relationship in homologous desensitizatioryt is reported densely. 
If selectively these inventors you know drug which operates in 
intracellular signal transduction systemof 2 - adding L" nadic 
receptor, it is not known so far in. 1L - 8 receptor 
interleukin - 8(IL - 8) with peptide which consists of 72 amino 
acid of molecular weight 8 kDa,is produced with interleukin- 1 
and other irritability cytokine by diverse cell type 
attendantupon activation (Westwick other things, Irrminology 
Today Vol.10 , 146 page and 1988). IL - 8 promotes 
chemotaxis and degranulation of neutrophil. IL - 8 with in- 
vitro with potential cherristry cause agent of neutrophil, with 
in vivohas strong inflarnrnation effect, it is shown densely. 
Furthermore, you can see production of IL - 8 in afflicted part 
ofthe various inflarrrnatory disease patient and in blood, 
chronic rheumatoid arthritis , gout and 
neutrcprtilcharacteristic derrrititis , asthma, ulcerative colitis , 
septicemia and aclultbreath inpendence syndrome , IL - 8 has 
participated in leukemia or other disease , itis made densely 
clear. Because of this, inhibitor or antagonist of IL - 8 action is 
useful antiinflanxmtoryjt is expected densely, receptor of IL- 
8 with sugar protein of molecular weight approximately 60 
kDawhich belongs to GPC R family, cloning was done in 1991, 
(Holmes other things, Science 25 Vol. 3 , 1278 - 1280 page 
and 1991 ; Murphy other things, Science 25 Vol. 3 ,1280 - 
1283 page and 1991). As for IL- 8 receptor type A and type 
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B are known, cell which i are veal ed with type A and type B 
differs, type A PHA stimilus T cell , has revealed in wide range 
such as CD4 + T cell , monocyte , synovial irerrbrane cell and 
neutrophil . On one hand, type B revelation is seen mainly in 
neutrophil. Revelation of IL- 8 receptor increasing 
considerably as relation with the disease, regarding neutrophil 
characteristic demititis which accompanies the leukocyte 
invasion, (Kemeny other things, In t Arch. Al lergy I mmunol. 
V61.104, 31 7 -322 page and 1994), etc, it is reported with 
acute glomerular nephritis model that it can control theprotein 
urine with dosage of anti- IL- 8 antibody (Wada other things, 
Journal of Experirrental Medicine (0022-1007, JEMEAV) 1 Vol. 
80, 1135- 1140 page and 1994). G protein has connected to 
intracellular region of IL - 8 receptor, participates in the 
signal transduction is reported densely (Kupper other things, 
Biochemical Journal (0264-6021, BUOAK) 2 Vol.82 , 429 - 
434 page and 1992 ). But, if these inventors you know that 
intracellular C-teminal region of IL - 8 receptor 
exertanfluence on function, it is not known so far in. In 
addition, if selectively these inventors you know drug which 
operatesin intracellular signal transduction system of IL - 8 
receptor, it is not known so far in novel compound which 
possesses activity where this invention design was doneon 
basis of intracellular carboxy terminal sequence of cytoplasmic 
membrane receptor, adjusts function of the said cytoplasmic 
rrembrane receptor is developed densely makes objective. In 
addition, this invention develops novel pharrrHceutical 
composition which includes said novel conpounddensely makes 
objective. Furthermore, this invention offers method which 
analyzes function ofthe C-terninal of cytoplasmic membrane 
receptor making use of said novel compound densely makes 
theobjective. furthermore and, this inventi on offers method 
which adjuststhe signal transduction of cytoplasmic membrane 
receptor, and therapeutic method of disease which relates tothe 
signal transduction of cytoplasmic membrane receptor is 
offered densely makes objective. As for 
Disclosure of Invention these inventors, conforming to above- 
mentioned objective, as for theresult of doing diligent research , 
first, it possesses activity where thepeptide and those derivative 
which possess C4eirninal arrangement of Fasobstruct 
connection with Fas and P TP - BA S, as you disco verdensely 
for first time, those compound cell death signal adjust 
di sco vereddensely just, unit of necessary peptide was sought in 
order to obstruct thecorrnection with namely, Fas and P TP - 
BAS, its derivative when it operatedthe cancer cell this 
reinforces cell death signal discovered densely with Fas . Next, 
as for these inventors, peptide derivative which possesses C- 
tenrir^ arrangement of this receptor Fas in regard to VIP 
receptor whichbelongs to receptor family which differs 
completely, controls functionof VIP receptor discovered 
densely, namely, said peptide derivative, controls relaxation of 
VIP dependent bronchi urn discovered denselywith system of 
magnetic jplO * . Furthermore, as for these inventors Fas and 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. I ST A cannot 

be held liable for any detriment from its use. WWW: http://www.intlsrience.com Tel: 800-430-5727) 



JP 97011091S Machine Translation 

— £*§tmzjsi^x t s X X =E=f — y £*f £ u-fe 



VIP receptor in regard to the 2 - adding L' nadic receptor 
and 1L - 8 receptor where C-tenrinal arrangernent differs onthe 
basis of those C-temirial arrangements peptide derivative which 
design isdone shows a some effect in function of those receptor, 
you di sco vereddensel y. Even C-terrrinal arrangernent of 
namely, 2 - adding nadic receptor ^ peptide derivative, 
controls relaxation of bronchium which is induced by 
isoproterenol which operates cog varnish T. o < in 2- 
?dding U nadic receptor,flirtherrnore peptide derivative which 
has C-terrrinal arrarigement of IL - 8 receptor theintracellular 
taking in of calcium which is induced by LL- 8 selectivelyis 
controled discovered densely. These it must be, receptor it 
belongs family , Or in types of arrino acid residue of C-terrrinal 
of said receptor it to depend, If C-terrrinal region of receptor 
has done a some participation widely in thesignal transduction 
and furthermore information of amino acid sequence regarding 
C-terrrinal ofthe receptor is is acquired, as for peptide or its 
derivative which design is done,the ligand of receptor and, 
details of intracellular signal transduction pathway not 
understandingeven if on basis of those, it can control signal 
transduction of said receptor,you can say that it is semantic 
densely. It has possessed feature where as for receptor of 
the4 which was inscribed that arrino acid residue of 3rd is serine 
orthe threonine fromC-terrrrinal, you say and is in common, 
these inventors using GCG software package (di T. o < f 
computer group supplied ) furthermore, in regard to receptor 
group which has possessed said feature, searched PIP - protein 
database, classified onthe basis of feature of C-terninal 
arrangement, acquired resultof subsurface. Regarding to this 
invention, it names receptor which possesses featurethe 
receptor which possesses tSXX motif. S shows serine or 
threonine here, each X shows theanino acid of option. 
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S3 9534 - corticotropin-releisin* hormone receptor 

QRHU81 - beta-l-adrenergic receptor 

$39495 - u-plajoino&en actirator receptor form I 

A37223 - alpba-2fi-adrenergic receptor 

A4 7 1 1 1 - melanocortin receptor 4 

S 2 9 5 0 6 - neuroteru in receptor 
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It is not included in above-mentioned in the table . Like IgE 
Fc RI - C terminal it changes with posttranscription 
decoration, also those which reaches point where it has tSXX 
motif exist. In RCR region of cytoplasmic irembrane 
receptor, regarding to this invention, as descriptionabove it 
names consecutive arrangement to which amino acid of the3rd 
is serine or threonine, tSXX motif from C4enrinal, but 
itnames tSXL motif tSXV motif , concerning those which in 
addition are aleucine among those, concerning those where 
amino acid of for example G-tenninal isthe valine. You name 
in same way below , with anino acid of C-tenrinal. Above , 
these inventors this invention reached to completion on 
thebasis of novel knowledge of these plural . namely, this 
invention has activity which adjusts function of cytoplasmic 
membrane receptor wherethe amino acid sequence of 
intracellular c^rboxylterninal is- Al - A2 - A3, peptide and 
biological stability whichpossess anino acid sequence of at 
least 3 in longitudinal direction, possess carboxy terminal 
sequence of the -X- Y-Z(In Formula, as X= Al or Al anino 
acid which belongs to thesame classification; Y=L - anino acid 
or glycine ; it belongs to sameel assi fi cati on as Z= A3 or A3 
amino acid ), it is something which offers derivative of said 
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-So £1214. ^>t*KP<DF a s/PT P-BASCO 
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K^***"^^**. @ 3 I*. Ac-SLVCO& 
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fc£o 0 4 14, A c-S L VCD L£ft»!CD L-TSSM 
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- B A S^£fm§£7F-ry^:?T-$>'£)o @5I±, Ac 
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P T P - B A Set Bf iStt* 7 ■C*S„ @ 
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D- 1 IfflJfirtfCitAitlfcA c- SLVCO«fe$EK^f* 
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h- NHCO- S L V- OMe, Ph- NHCO- SL 
V- OE tCOt L D — 1 (C&f&SEfl&SE 

iM^t^7 7tfe^ BI1 114, Ph- NH 
CO- SLV- OE t <Ot hXmmfflf&D LD- 1 \Zft 
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HCO- SLV- OEt(DM$^t^77T^So 
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11 4(4, V I PttS»R«»&5fc«f=»*rSPh- N 
HCO- SLL- OEKD^If^r^^^t^l),, 



peptide wherethe cytoplaaric rrernbrane permeability or 
above-mentioned adjustment activity improves, and thesalt 
which is adrritted in those phanracological. and this 
invention are something which offers pharmaceutical 
composition whichcontains these compound furthermore 
and, this invention is something which offers thernethod which 
analyzes function of C-terninal of cytoplasmic rnernbrane 
receptor making useof these compound, and furthermore, as 
for this invention method of ao^ustingjthe signal of cytoplasmic 
rrernbrane receptor by obstructing connection with cytoplasmic 
rnernbrane receptor C-terninal and connection protein. It is 
something which offers also therapeutic method of disease 
which relatesto signal transduction of and cytoplasmic 
membrane receptor. As for compound of this invention 
cytoplasmic membrane receptor to which each one 
correspondswith molecule which differs completely, is 
compound which possessesthe activity which adjusts signal from 
said receptor by competing with theC-terrrinal of receptor 
which corresponds. At this point, "activity which adjusts signal 
from receptor it possesses" with "activity which it obstructs or 
reinforces signal from receptorand it possesses" with you say, it 
means densely. In addition you say here, it is not something 
which "Obstruction" with means theobsrruction with every 
extent, complete is always limited inobstruction. simple 
explanation Figure 1 of drawing is 

autoradiogram which shows Fas/P TP - BA S binding inhibition 
of in- vitro with C-terninal 1 5 amino acid peptide of Fas. 
Figure 2 is graph which shows influence of C-terninal peptide of 
theFas where length which is caused to connection of Fas/P TP - 
BASof in-vitro differs. It is a graph which shows Fas/P TP - 
BA S binding inhibition of in-vitro in under peptide 1 
mMexi sting which each amino acid of Ac - SLV replaces 
Figure 3, to theother L - amino acid or glycine, scan it does. It 
is a graph which shows Fas/P TP - BA S binding inhibition of in- 
vitro in under existing oflhe peptide 0. 1 mM which L of Ac - 
SLV replaces Figure 4, to theother L - amino acid or glycine, 
scan it does. Figure 5 is graph which shows concentration 
dependency curve of in-vitro Fas/P TP - BA S binding inhibition 
of Ac - SLVand Ac - TLV. Figure 6 is graph which shows in- 
vitro Fas/P TP - BA S binding inhibition of D isomer , N 
methyl compound and reduction product peptide. Figure 7 is 
graph which shows coiiceiiirdtion dependency curve of in-vitro 
Fas/P TP - BA S binding inhibition of N teirrinaldecoration 
body. Figure 8 is graph which shows in-vitro Fas/P TP - BA S 
binding inhibition of Gteminal decoiationbody. Figure 9 is 
photograph of form of organism which shows cell death 
inductionof Ac- SLV which was filled in human carcinoma of 
the colon DLD - 1 intracellular by microinjection . arrow 
shows typical apoptosis image. Figure 10 is graph which 
shows cell death induction for human carcinoma of the colon 
cell DLD - 1 of theCyh- N HC O SLV- OMe , Cyh- N HC O- 
SLV-OEt,Ph- NHCO- SLV- OMe and Ph- N HC O- SLV- OEt. 
Figure 1 1 is photograph of form of organism which shows cell 
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death indued onfor human carcinoma of the colon cell DLD - 1 
of Ph- NHCO- SLV- OEt. Figure 12 is graph which shows 
action of Ph- NHCO- SLV- OEt for therelaxation of VIP 
dependent bronchi um Figure 1 3 is graph which shows action 
of Ph- NHCO- SLA- OEt for therelaxation of VIP dependent 
bronchium Figure 14 is graph which shows action of Ph- N 
HC O- SLLr OEt for therelaxation of VIP dependent bronchium 
Figure 1 5 is graph which shows action of Ph- N HC O- SLV- OH 
for therelaxation of VIP dependent bronchium Figure 1 6 is 
graph which shows action of Ph- N HC O- SLL- OEt for 
therelaxation of ISO dependent bronchium Figure 1 7 is 
graph which shows action of Ph- N HC O- SLA- OEt for 
therelaxation of ISO dependent bronchium Figure 1 8 is 
graph which shows action of Ph- N HC O- SLV- OEt for 
therelaxation of ISO dependent bronchium It is a peptide , 
peptide derivative and those salt which possess activity 
whichadjusts signal from receptor by feet that compound of 
thepreferred ernbodiment I. compound of this invention this 
invention in order to execute invention design is 

doneon basis of, C-terninal arrangement of cytoplasmic 
rrernbrane receptor which possessesthe signal regulating domain 
(RCR region) in C-terrrinal region competes to C-terninal of 
receptor. Furthermore , peptide , peptide derivative and those 
salt have beenal lowed to have become hydrate with this 
invention . furthermore as for details, as for compound of 
this invention,rx>ssessing binding activity to receptor C- 
terninal connection protein, or when, receptor C- 
temirial connection protein is unknown, including, it possesses 
activity whichadjusts function of cytoplasmic membrane 
receptor where amino acid sequence of intracellular carboxy 
end is the- Al - A2 - A3, it is a compound which possesses 
amino acid sequence of at least 3 in thelongitudinal direction, 
possesses carboxy terminal sequence of - X- Y - Z (In Formula, 
as X= Al or Al amino acid which belongs to thesame 
classification; Y=L - amino acid or glycine ; it belongs to 
sameclassification as Z= A3 or A3 amino acid ). This kind of of , 
as compound of this invention, connection withthe Fas and P 
TP - BA S where concretely, for example C^tenrinal 
arrangement is the- S - L - V is obstructed, it possesses amino 
acid of at least 3 in lor^tudinal directioiyt increases salt which 
is admitted in peptide, its derivative , andthose 
pliariiacoiogical which possess carboxy terminal sequence of - 
X-Y-Z (In Formula, X=L - serine , L - threonine or L- 
cysteine ; Y=L- amino acid or glycine ; Z=L - valine or L - 
isoleucine ), it is possibledensely. Function of VIP receptor 
where C-terninal arrangement is - S - L - V furthermore, as 
example when receptor Oteminal connection protein is 
unknowiy s obstructed, it possesses amino acid of at least 3 in 
longitudinal direction, itincreases salt which is admitted in 
peptide , its derivative , andthose priarrnacological which 
possess carboxy terminal sequence of - X - Y - Z (In Formula, 
X=L - serine , L - threonine or L - cysteine ; Y=L - amino acid 
or glycine ; Z=L - valine or L - isoleucine ), it is possibledensely. 
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signal transduction talent of 2 - adding nadic receptor 
where C-terminal arrangement isthe - S - L - L as exarrple 
when and receptor C-terminal arrangernent do not havethe 
tSXV motif, is obstructed, it possesses arrino acid of at least 3 
in thelongitudinal direction, it increases salt which is admitted in 
peptide , the its derivative , and those pharmacological which 
possess carboxy terminal sequence of - X- Y- Z(In Formula, 
X=L - serine , L - threonine or L - cysteine ; Y=L - amino acid 
or glycine ; Z=L - leucine ), it ispossible densely. In other 
things, signal transduction of IL - 8 receptor where receptor C- 
terninal arrarigernentis - T- T - L is obstructed, it possesses 
arrino acid of at least 3 in thelongitudinal direction, also 
peptide , those derivative , and is admitted in pharmacological 
thesalt which possess carboxy terminal sequence of -X-Y-Z 
(In Formula, X=L - serine , L - threonine or L - cysteine ; Y==L - 
amino acid or glycine ; Z=L - leucine ) making example, it 
ispossible densely. In compound of this invention, you can 
say that from viewpoint of theactivity which adjusts function of 
cytoplasmic membrane receptor, in longitudinal direction 
thosewhere 8 has arrino acid are desirable from 3. As concrete 
example of this kind of cytoplasmic rnembrane receptor C- 
tenrinal functional regulation agent, in regard to Fas/P TP - BA 
S binding inhibitor, if the peptide 6 or more is in longitudinal 
direction, 15 it possesses activity ofthe peptide and same extent, 
if 3 it is in longitudinal direction, 4 and 5 and it possesses 
activity of same extent, it is verifieddensely. Generally, taking 
in peptide to inside extent biological tissue where peptide 
chainlength becomes short becomes easy, because it reaches 
point wherethe frequency of result taking in increases, from feet 
that thepossibiliry that peptide is destroyed before activity 
expression, in biologicalbecomes invalid decreases, peptide 
chain length of the compound of this invention is 3, itis 
desirable densely. In the compound of this invention, with 
peptide sequence - X - Y - Z of cytoplasmic rnembrane 
receptor C-terminal functional regulation agent, in case of Y=D - 
arrino acid almostit does not possess functional regulation 
activity, densely desirable (However, said activity is not 
influenced excessively with types of theanino acid residue. 
Regarding for example Fas/P TP - BA S binding inhibitor, with 
Y=D - leucine completely there is not a activity. With Y= all 
L - arrino acid and glycine it possesses high activity. ) where 
itis a Y=L - arrino acid or a glycine, and this invention with 
intracellular in metabolic (Namely, biological stability which is 
superior to possess), regard thepepude derivative which 
possesses receptor signal adjustment activity which is superior 
instability, these inventors aims toward irnprovernent of 
pharmacological property of peptide whichpossesses Fas/P TP - 
BA S binding inhibition, when it tries syntfiesizing various 
derivative, in the surprising feet, in corrpound which decorates 
arrino group of N terminal with thehydrophobic group, can 
recognize reinforcement where above-mentioned activityis 
considerable in addition to hydrophobic irnprovernent, you 
discovereddensely. As this kind of corrpound formula below 4: 
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R, = A 1 tL<l*A 1 i:ig-»a(=B-r-5T5> 
ftafiUfltftifi : R 2 =L-T5y»0)tIfl[«it**lMi7X 
R3=A 3 tL<l4A 3 i:H-#ai-B-r&7Sy»<D 

*J . R 5 li«»*-6tM4SMt»1»ft&C ,7*3&C 6 <X>tt«* 
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You can list those which are displayed with [In Formula, as Ri = 
Al or Al belongs to sameclassification side chain structure of 
amino acid which; side chain structure or hydrogen of R2 =L - 
amino acid; As R3 = A3 or A3 side chain structure of amino 
acid which belongs to thesame classification is meant, As for R4 
with side chain structure of arrino acid of option, As for R5 is 
a substituted or unsubstituted straight chain of Cl to C6 which, 
Amount chain, Or it is a alkoxy group of cyclic, Or with 
hydroxy group , As for each R6 individually with hydrogen or 
methyl group , As for each R7 individually with hydrogen or 
oxygen , As for B with carbonyl group or direct bond , As for 
R8 and R9 with respective hydrogen , or substitution or 
theunsubstituted alkyl group or substitution or unsubstituted 
aromatic group , in this case as for alkyl group withthe straight 
chain , amount chain, or cyclic , as for mvviththeO to 12 , as 
for n when with 0 or 1 , rurthsrrnorethe n is 1 , as for R8 and R9 
bec»nirigsirrijltaneous, foming ring, good; However, R6 and 
R9 it is a hydrogen sirnultaneously, ]. As desirable ones, 
formula below 5: 




mS. : R 2 =L-7 5/S<0tttt«&*«lM***; R 3 
= L-T5y»<D«!l««36*6LHi****l*L. R 5 . 

R 6 , R 7 , R 8 fcJ=l/R fl liffli££l^«T*feft : fc/£U 

r y ^om&v fc y , fr-o r 2 a< / xoamb 



Those which are displayed with [In Formula, side chain structur 
e of Rl =L - serine or L - threonine; side chain structure or 
thehydrogen of R2 =L - amino acid; side chain structure or 
hydrogen of R3 =L - arrino acid is meant, the R5 , R6 , R7 
and R8 and R9 earlier description and aresynonymous,; 
however, Rl with side chain of serine, at thesarre time R2 with 
side chain of methionine, when at same timethe R3 is side 
chain of glutanine you exclude] are increased, it is 
possibledensely. furthermore as desirable ones formula below 
6: 
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tefc»*. PTP-BAS©Fa s^flOfi^Slliftft 
CirfCfcy. P TP-B AS(Ccfc&*§£fflj£<D$Iffe$E(D[El 
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-BAs«*R§sffl*3S*n-r*ci:r=«fcy, sfflnaotfi: 

Fa sta#(=»r*««tt*±**1±54Ct*HttL 
fco ^*ibfl)5BItt*5BM©Fa 8/PTP-BAS« 

-So ^f**I=F a 8«J^f>K*5e3RLrL^«BJIS«8tt 
TffflliaiiSfiLTiDy* tot, *^fl)Fa8/PT 
P-BAS®*HS#Jf-J:y. «U»5E->^^-JU0)HI«* 

^^t^(w|5iF a afji^Fa s "J K <t <&#fB (C <fc 
J8fiSB3fflrr«;:£l=«fcy. PTP-BASOFas^ 

3&-5o ^b^^coffig^miff-r^ctiZct^PTP-BA 

B A SO) F a 8 ^0)fi^liS»i: LrtftTf PT 
P - B A S j&<R»r £ Kl4»iE«>*%«j^ <=> PJJ * 

-tt»ft§snj»y >»^b*«iia*#ja)»^j: ytBft 

A) , 7JU4 I -> (R) , 7X/«*> (N) , 7X/< 
7*>S* ( D) „ yXfO (O , $OU$S> (Q) 
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. 7)1$ Z >i£ ( E ) , yyv> (G) . t^fv> ( 
H) , -fVD^v> ( I ) . (L) . 'Jv> ( 

K) , (M) . 7i-^77-> (F) , Zf 

P'J> (P) . -fc'J> (S) . XL/t-> (T) , h'j 
h 7 7 > (W) . fDy> (Y) , (V) 0 tz 

t£L. t^f ^0)7 S y gfe^lMiT 5 / It 
ii£ ClI* IB-SI (X) £ffll*3o ^SfceJUcfc^T 

LTii* WXlt, 0-fcK 
P*V/^>, 0-4-tKD^v7iUlfDy>, 
or- t -Z?*)l<f*) a-rSyiS®, a-v^D 

v^^'g or- 7x zji/^fij v>£&lf 6 C <b 
A<T^€)o ^KUTayK : A, R, N. Q. E, I, 
L, K, M , F , P. W, Y, vmK&TSSM: R, 
N. D, C. Q „ E, H, K, S, T, Y lEW^T 5 J 

R. H, Ktlg7^i: D. E 7K5t*^t£7 £ 
yM' R. D, C, Q. E, K , M, S. T, 

y s^iz. r zsm^ft<z>w®:&<z>m^iz-o^xi*. 

T-tr^^« (Ac) . *^JU£ (Me) „ X^;uS (E 
t ) , V fcfiU* ( i P r ) , V x :^US (Ph) 
, y^D^yiH (Cyh) ^toT^-To TfcffcfiE 

• M ) t S XX a ) N^T-tr^K C^U— fr: A 
c-SXA, Ac-SXC, Ac-SXD, Ac-SX 
E. Ac-SXF. Ac-SXG. Ac-SXH, Ac 
-SXI, Ac-SXK, Ac-SXL, Ac-SXM 
, Ac-SXN, Ac-SXP, Ac-SXQ, Ac- 
SX R, Ac-SXS, Ac-SXT, Ac-SXV, 
Ac-SXW, Ac-SXYo Ac-TXA. Ac-T 
XC, Ac-TXD. Ac-TXE. Ac-TXF, A 
c-TXG, Ac-TXH. Ac-TXI, Ac-TX 
K, Ac-TXL. Ac-TXM, Ac-TXN, Ac 
-TXP, Ac-TXG. Ac-TXR, Ac-TXS 
, Ac-TXT, Ac-TXV, Ac-TXW, Ac- 
TX Y 0 b) N^T-tT^K C^XXf^f*: Ac-S 
XA-OEt, Ac-SXC-OEt, Ac-SXD- 
OEt, Ac-SXE-OEt, Ac-SXF-OEt 
„ Ac-SXG-OEt, Ac-SXH-OEt, Ac 
-SXI-OEt, Ac-SXK-OEt, Ac-SX 
L-OEt, Ac-SXM-OEt, Ac-SXN-O 
Et, Ac-SXP-OEt, Ac-SXQ-OEt, 
Ac-SXR-OEt, Ac-SXS-OEt, A c - 
SXT-OEt, Ac-SXV-OEt. Ac-S XW 
-OEt, Ac-SXY-OEto Ac-TXA-OE 
t. Ac-TXC-OEt, Ac-TXO-OEt, A 
c-TXE-OEt, Ac-TXF-OEt, Ac-T 
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XG-OE t 




A 


c-TXH-OE t 


, A c - 


T 


X 1 - 


OEt, Ac 




T 


XK-OE t * Ac 


-TXL 


— 


O E t 


, Ac-TXM 


- 


OEt, Ac-TX 


N-O E 


t 


, A c 


-T X P-O 


E 


t 


, Ac-TXQ-O 


Et, A 


c 


- T X 


R-OEt, 


A 


c 


-T X S -O E t , 


A c - T 


X 


T-O 


E t, A c - 


T 


X 


V-OEt, A c - 


T XW- 


o 


E t , 


A c - T X Y 


- 


o 


E t «, c) N^7i 










% ) 


— 


& : Ph-NHCO 


-S X A 




Ph- 


N H CO-S 


X 


c 


, Ph-NHCO- 


SXD, 


p 


h — N 


HCO-SX 


E 




Ph-NH CO-S 


XF, P 


h 


-N H 


CO-S XG 




p 


h-NH CO-S X 


H, Ph 




N H C 


O- S X I , 


P 


h 


-NHCO-SXK 


, P h - 


N 


HCO 


-SXL, P 


h 




N H CO-S XM, 


Ph-N 


H 


CO- 



SXN, Ph-NHCO-SXP, Ph-NHCO-S 
XQ, Ph-NHCO-SXR. Ph-NHCO-SX 
S, Ph-NHCO-SXT, Ph-NHCO-SXV 
, Ph-NHCO-SXW, Ph-NHCO-SXY 0 
Ph-NHCO-TXA, Ph-NHCO-TXC, P 
h-NHCO-TXD, Ph-NHCO-TXE, Ph 
-NHCO-TXF, Ph-NHCO-TXG, Ph- 
NHCO-TXH, Ph-NHCO-TXL Ph-N 
HCO-TXK, Ph-NHCO-TXL. Ph-NH 
CO-TXM, Ph-NHCO-TXN, Ph-NHC 
O-TXP, Ph-NHCO-TXQ, Ph-NHCO 
-TXR, Ph-NHCO-TXS, Ph-NHCO- 
TXT, Ph-NHCO-TXV, Ph-NHCO-T 
XW, Ph-NHCO-TXYo d) N*7i-^75 







P 


h-N H CO-SX 


A-OEt, 


Ph-NHCO-S 


X 


C-O E t , P h - 


N H CO-S 


X D-O E t , P h 




NHCO-SXE- 


OEt, Ph 


-N H CO-S X F 




OE t , Ph-NH 


CO-SXG 


-OEt, Ph-N 


H 


CO-S X H-OE 


t , Ph-N 


HCO — S X I - O 


E 


t , Ph-NHCO 


- S X K-O 


E t , Ph-NHC 


O 


-SXL-OEt, 


Ph-NHC 


O-SXM-O E t 




Ph-NH CO-S 


X N — O E t 


„ Ph-NH CO- 


S 


XP-OEt, P h 


-NHCO- 


SXQ-OEt, P 


h 


-NHCO-SXR 


-O E t , P 


h-NHCO-SX 


S 


-OEt. Ph-N 


H CO-S X 


T-OEt, P h - 


N 


HCO-SXV-O 


E t % P h - 


N HCO-SXW- 


O 


E t , P h-NHC 


O-SXY- 


OE t 0 Ph-NH 


CO-TX A-OE t 


% Ph- N H 


CO-TXC-OE 


t 


, Ph-NH CO- 


T XD-OE 


t , Ph-NHCO 




TX E-O E t , P 


h -N H CO 


-T X F-O E t , 


P 


h-NH CO-TX 


G-O E t , 


Ph-NHCO-T 


X 


H-O E t , P h - 


N H CO-T 


X 1 — O E t , P h 




NHCO-TXK- 


OEt, P h 


-NHCO-TXL 




OEt, Ph-NH 


CO-TXM 


-OEt, Ph-N 


H 


CO-T X N-OE 


t , Ph-N 


HCO-TX P-O 


E 


t % Ph-NHCO 


-TXQ-O 


Et, Ph-NHCO 


-T X R-O E t , 


Ph-NHCO-TXS-OEt 




P h -N H CO-T 


X T-OE t 


, Ph-NHCO- 


T 


X V-OE t , Ph 


- N HCO- 


T XW-O E t , P h 


-NHCO-TX Y 
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-OEto ©) N3fc->? P^ + ^UT 7 £ J il)l7\i=. ;U($ 
: Cyh-NHCO-SXV, Cyh-NHCO-TX 
V, C y h-NHCO-SX I , Cyh-NHCO-T 
XI, C y h -N H CO-S X L, Cyh-NHCO- 
TX L, Cyh-NHCO-SXV-OEt, C y h - 
NHCO-TXV-OEt, Cyh-NHCO-SXI 
-OEt, Cyh-NHCO-TXI-OEt, Cyh 
-NHCO-SXL-OEt, Cyh-NHCO-TX 
L-O E t „ JlLlSLla) N^?'J— , C3t~?*) 
— : RNEIQSLV, N E I G S L V „ EIQSL 
V, IGSLV, QSLV. SLVo b) N^T-fer^^ 
, C%7*)—& : Ac-RNEIQSLV, Ac-NE 
IQSLV, Ac-EIOSLV, Ac-IQSLV, 
Ac-OSLV, Ac-SLV, Ac-CLV, Ac- 
TLVo c) N3fcT-t?*Jl/. C^lXfJK* : A c-E 
IQSLV— OEt, Ac-IQSLV-OEt, Ac 
-SLV-OMe, Ac-SLV-OEt, Ac-SL 
V-OiPr, Ac-CLV-OMe, Ac-TLV- 
OM e , Ac-TLV-OEt, Ac-TLV-OiP 
r 0 d) N-£7*-)VT 5> AJI/tK—JU* C3fc:7'J-ff 
: Ph-NHCO-SLV, Ph-NHCO-CLV, 
Ph-NHCO-TLV 0 e) N^7i —JUT 7 S J il )V 
7t?-;U, C^lXfJH*: Ph — NHCO — S LV-O 
Me, Ph-NHCO-CLV-OMe, Ph-NHC 
O-TLV-OMe, Ph — NHCO— S LV — OE t 
, P h -N H CO-C L V-O E t , Ph-NHCO- 
TLV-OEt, P h - N H CO-S L V-O i P r , 
Ph-NHCO-CLV-OiPr, Ph-NHCO- 
TLV-OiPr e f) N5j;v^ PA^y^7 5/ *JJU 
7f;-;U, (* : C y h -N H C O-S L V, C 

yh-NHCO-CLV, Cy h-NHCO-T LV B 
g) N^v^P^4r*>^75y ^;U7fC — JU, C^XXf 
)VW : Cyh — NHCO — SLV — OMe, Cyh-N 
HCO-CLV-OMe. Cy h— NHCO— TLV — 
OMe, C y h - N H C O-S L V-O E t , Cyh- 
NHCO— CLV — OE t , Cyh-NHCO-TLV 
-OEt, Cyh-NHCO-SLV-OiPr, Cy 
h -N H CO-C L V-O i P r , Cy h— NHCO — 
T L V-O i P r D h) N 5fc V x JUrfi— C5fc 

V 1 )— : P h-CO-S L V, Ph-CO-CLV, 
Ph-CO-TLV 0 i) N5|;7i- JU, C 
^iXfiK*: Ph-CO-S L V-OM e, Ph-C 
O-CLV-OMe, Ph — CO— T LV — OMo, P 
h-CO-S LV-OE t , Ph-CO-CLV-OE 
t, Ph — CO — T LV — OE t 0 j) N^V^P^* 
v;U*;U*— C^V 1 )— : Cyh-CO-SLV 
, Cyh-CO-CLV, Cyh-CO-TLV e k) 
N^v^P^^v^A^t^— JU, C^I^fiH*: Cy 
h — CO — S LV — OMe, Cyh-CO-CLV-O 
Me, C y h — C O- T L V— OM e , Cyh— CO— 
SLV— OEt, Cy h-CO-CLV-OEt, Cy 
h-CO-TLV-OEt, I) iS7E# : A c — S — 0 
- (CH 2 NH) -LV, Ac-SL-0- ( C H 2 N H 
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) -V. Ac-S-0- (CH 2 NH) - LV-OMe, 
Ac-SL-0- (CH 2 NH) -V-OMe. Ac-S 
-ip- (CH2NH) - LV-OEt, A c - S L - # 



- (CH 


? NH) 


— V — O E to m) N *^Jl/<* : A c - 


(NM e 


) 


S L 


V, Ac- 


S- (NM e) L V, A c - 


(NM e 


) 


S L 


V-OM e 


. Ac-S- CNMe) LV 


- OM e 


o 


n) 


D{* : A c 


- ( D ) S L V. Ac- (D 


) S L V 


- 


OM 


e o o) S 


L I R«ff : A c -S L I , 


A c -S 


L 


1 - 


OM e . A 


c -S L I -O E t . A c - 


S L I - 


O 


i P 


r . P h - 


NHCO-S LI. Ph-N 


H CO- 


S 


L I 


-OM e , 


P h-NHCO-S L I -O 


E t . P 


h 


— N 


H CO-S 


Ll-OiPr, p) SLA 


mm* : 


A 


c — 


S L A, A 


c -S L A-OM e , A c - 


S LA- 


O 


E t 


, Ph-N 


HCO-S LA, Ph-NH 


co-s 


L 


A- 


OM e . P 


h — N H CO-S L A-O E 


t, Ph 




N H 


CO-S L 


A-OiPr, (3) 


S X V a 


) 




Ct£7 1 )— {* : A c-S A V 


. A c - 


S 


C V 


, Ac-S 


D V, A c -S EV, A c - 


S F V. 


A 


c — 


SGV, A 


c-SHV, A c -S I V. 



Ac-SKV. Ac-SMV, Ac-SNV. Ac-S 
PV, Ac-SQV. Ac-SRV. Ac-SSV. A 
c-STV. Ac-SVV. Ac-SWV, Ac-SY 
V, Ac-TAV. Ac-TCV. Ac-TDV, Ac 
-TEV, Ac-TFV, Ac-TGV. Ac-THV 
% Ac-TIV, Ac-TKV. Ac-TMV. Ac- 
TNV. Ac-TPV. Ac-TGV. Ac-TRV, 
Ac-TSV, Ac-TTV, Ac-TVV. Ac-T 
WV, Ac-TYV 0 b) N5|57-fe^A^ C^IXfil 
# : Ac-SAV-OMe. Ac-SCV-OMe, A 
c-SDV— OMe. Ac-SEV-OMe, Ac-S 
FV-OMe, Ac-SGV-OMe, Ac-SHV- 
OMe. Ac-SI V-OMe, Ac-SKV-OMe 
. Ac-SMV-OMe. Ac-SNV-OMe. Ac 
-SPV-OMe, Ac-SQV-OMe, Ac— SR 
V-OMe. Ac-SSV-OMe, Ac-STV-O 
Me. Ac-SVV-OMe, Ac-SWV-OMe, 
Ac-SYV-OMe. Ac-TAV-OMe. A c - 
TCV-OMe, Ac-TDV-OMe. Ac-TEV 
—OMe, Ac-TFV-OMe. Ac-TGV-OM 
e. Ac-THV-OMe. Ac-TIV-OMe. A 
c-TKV— OMe. Ac-TMV— OMe. Ac-T 
NV— OMe. Ac— TPV— OMe. Ac— TQV— 
OMe. Ac-TRV-OMe. Ac-TSV-OMe 
. Ac-TTV-OMe. Ac-TVV-OMe. Ac 
-TWV-OMe. Ac-TYV-OMe. Ac-SA 
V-OEt. Ac-SCV-OEt. Ac-SDV-O 
Et. Ac-SEV-OEt. Ac-SFV-OEt. 
Ac-SGV-OEt. Ac-SHV-OEt, Ac — 
SIV-OEt. Ac-SKV-OEt. Ac-SMV 
-OEt. Ac-SNV-OEt. Ac-SPV-OE 
t. Ac-SQV-OEt. Ac-SRV-OEt. A 
c-SSV-OEt. Ac-STV-OEt. Ac-S 
VV-OEt. Ac-SWV-OEt. Ac-SYV- 
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OEt. Ac-TAV-OEt, Ac-TCV-OEt 
, Ac-TDV-OEt, Ac-TEV-OEt, Ac 
-TFV-OEt, Ac-TGV-OEt. Ac-TH 
V-OEt, Ac-TIV-OEt, Ac-TKV-O 
Et, Ac-TMV-OEt, Ac-TNV-OEt, 
Ac-TPV-OEt, Ac-TOV-OEt, Ac- 
TRV-OE t , Ac-TSV-OEt, Ac-TTV 
-OEt, Ac-TVV-OEt, Ac— TWV— OE 
t. Ac — TYV — OE t „ c) N^7i-Jl/75y* 
;U^-C-;U, C^y^-ft : Ph-NHCO-SAV, P 
h-NHCO-SCV, Ph-NHCO-SDV, Ph 
-NHCO-SEV, Ph-NHCO-SFV, Ph- 
NHCO-SGV. Ph-NHCO-SHV, Ph-N 
HCO-SIV, Ph-NHCO-SKV, Ph-NH 
CO-SMV, Ph-NHCO-SNV, Ph-NHC 
O-SPV, Ph-NHCO-SQV, Ph-NHCO 
-SRV, Ph-NHCO-SSV, Ph-NHCO- 
STV, Ph-NHCO-SVV, Ph-NHCO-S 
WV, Ph-NHCO-SYV, Ph-NHCO-TA 
V, Ph-NHCO-TCV, Ph-NHCO-TDV 
, Ph-NHCO-TEV. Ph-NHCO-TFV, 
Ph-NHCO-TGV, Ph-NHCO-TH V, P 
h-NHCO-TI V, Ph-NHCO-TKV, Ph 
-NHCO-TMV, Ph-NHCO-TNV, Ph- 
NHCO-TPV. Ph-NHCO-TQV, Ph-N 
HCO-TRV, Ph-NHCO-TSV, Ph-NH 
CO-TTV, Ph-NHCO-TVV, Ph-NHC 
O- TWV, Ph-NHCO-TYVo d) N^y jl — 
;UT ^ y ±})\,7£ — )V^ C*lXf^: Ph-NHCO 
-SAV-OEt. P h -N H CO-S C V-O E t , 
Ph-NHCO-SDV-OEt, Ph-NHCO-S 
EV-OEt, Ph-NHCO-SFV-OEt, Ph 
-NHCO-SGV-OE t , Ph-NHCO-SHV 
-OEt, Ph-NHCO-SIV-OEt, Ph-N 
HCO-SKV-OEt, Ph-NHCO-SMV-O 
Et, Ph-NHCO-SNV-OE t , Ph-NHC 
O-SPV-OEt, Ph-NHCO-SQV-OEt 
, Ph-NHCO-SRV-OEt, Ph-NHCO- 
SSV-OEt, Ph-NHCO-STV-OEt, P 
h-NHCO-S VV-OE t , Ph-NHCO-SW 
V-OEt, Ph-NHCO-S YV-OE t , Ph- 
NH CO-T A V-OE t , Ph-NHCO-TCV- 
OEt, Ph-NHCO-TDV-OEt, Ph-NH 
CO-TEV-OEt, P h-NHCO-T FV-OE 
Ph-NHCO-TGV-OEt, Ph-NHCO 
-THV-OEt. Ph-NHCO-T I V-OE t , 
Ph-NHCO-TKV-OEt, Ph-NHCO-T 
MV-OEt, Ph-NHCO-TNV-OEt, Ph 
-NHCO-T P V-OE t . Ph-NHCO-TQV 
-OEt, Ph-NHCO-TRV-OEt, Ph-N 
HCO-TSV-OEt, Ph-NHCO-TTV-O 
Et. P h-NHCO-T VV-OE t , Ph-NHC 
O-TWV-OEt, Ph-NHCO-TYV-OEt 
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- (4) t SX L a) N*7-fc^U, C*7*)-& : A 
c-SCL, Ac-SFL Ac-SGL, Ac-SH 
L, Ac-SLL, Ac-SSL, A c - S V L, Ac 
-SYL, Ac-TGL, Ac-TLL, Ac-TTL 
, Ac-TVLo b) N3fcyt?^;U, C;fcx;*7^K* : 
Ac-SCL-OEt, Ac-SFL-OEt, A c - 
SGL-OEt, Ac-SHL-OEt, Ac-SLL 
-OEt, Ac-SSL-OEt, Ac-SVL-OE 
t , Ac-SYL-OEt, Ac-TGL-OEt, A 
c-TLL-OEt, Ac-TTL-OEt, Ac-T 
VL-OEt, Ac-SLL-OMe, Ac-SLL— 
Oi P r , Ac— TTL — OMe % Ac-TTL-Oi 
Pr 0 c) N^;i375^^-ik C3fc:7U — 

: Ph-NHCO-SCL, Ph-NHCO-SFL 
, Ph-NHCO-SGL, Ph-NHCO-SHL, 
Ph-NHCO-SLL, Ph-NHCO-SSL, P 
h-NHCO-SVL, Ph-NHCO-SYL, Ph 
-NHCO-TGL, Ph-NHCO-TLL, Ph- 
NHCO-TTL, Ph-NHCO-TVLo d) N5fc 
7i2jl,7i/*il/*-ik CllXfJH^ : Ph-N 
HCO-SCL-OEt, Ph-NHCO-S FL-O 
Et, Ph-NHCO-SGL-OEt, Ph-NHC 
O-SHL-OEt, P h-NH CO-S L L-OE t 
, Ph-NHCO-SSL-OEt, Ph-NHCO- 
SVL-OEt, P h-NHCO-S Y L-OE t , P 
h-NHCO-TGL-OEt, Ph-NHCO-TL 
L-OE t, Ph-NHCO-TTL-OEt, P h - 
NHCO-TVL-OEt, Ph-NHCO-SLL- 
OMe, Ph — NHCO — SLL — O i P r , Ph-N 
HCO-TTL-OMe, P h - N H C O - T T L - O 
i P r 0 (5) t SX A a) N3fcT-tr^U, C3fc:7'J — 
(*: Ac-SDA, Ac-SSA, A c — S T A , Ac 
-SVA, Ac-TEA, Ac-TMAo b) N^7"tr 
=f-)\>. Cj|5lXf;^: Ac-SDA-OEt, A c - 
SSA-OEt, Ac-STA-OEt, Ac-SVA 
-OEt, Ac-TEA-OEt, Ac-TMA-OE 
t. c) N7x-;b7 5y*^f-/k C;fc:7'J-{*: 
Ph-NHCO-SDA, Ph-NHCO-SSA, P 
h-NHCO-STA, Ph-NHCO-SVA, Ph 

— NHCO— TEA, Ph-NHCO-TMA, d) N 
j^^x-JUT ±i)l7$- C3|5lXfW: Ph- 
NHCO-S DA-O E t , Ph-NHCO-SSA- 
OEt, Ph-NHCO-STA-OEt, Ph-NH 
CO-SVA-OEt, P h - N H CO- T E A- O E 
t, P h -N H CO- TM A-OE t . (6) tSXC 
a) N5fc7-lz^n^ C^7'J-^: Ac-SDC, Ac 
-SLC, Ac — SMC, Ac-SSC, Ac-STC 
, Ac-SVC, Ac-TDC % Ac-TEC, Ac- 
TGCo b) N5fcT-tr^l/, C^XXt^H*: Ac-S 
DC-OEt, Ac-SLC-OEt, Ac-SMC- 
OEt, Ac-SSC-OEt, Ac-STC-OEt 
, Ac-SVC-OEt, Ac-TDC-OEt, Ac 
-TEC-OEt, Ac-TGC-OEt 0 c) N3fc:7 
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x^TiyAJUf-ik C^^ 1 ;— ft: Ph-NHC 
O-SDC, Ph-NHCO-SLC, Ph-NHCO 
-SMC. Ph-NHCO-SSC, Ph-NHCO- 
STC, Ph-NHCO-SVC, Ph-NHCO-T 
DC. Ph-NHCO-TEC, Ph-NHCO-TG 
C 0 d) N^7i-^7i^^-ik C^IXfil/ 
ft: Ph-NHCO-SDC-OEt, Ph-NHCO 
-SLC-OEt, Ph-NHCO-SMC-OEt, 
P h-NHCO-SSC-OE t , Ph-NHCO-S 
TC-OEt, Ph-NHCO-SVC- OEt, Ph 
-NHCO-TDC-OEt, Ph-NHCO-TEC 
-OEt, Ph-NHCO-TGC-OEtoi2i_L 
SXDAc-SPD, Ac-SPD-OEt, Ph-N 
HCO-SPD, P h-NHCO-S PD-OE to _i 
8) tSXE Ac— TME„ Ac-TME-OEt, P 
h-NHCO-TME, P h-NHCO-TME-OE 
t - (9) t SX F a) NSfcT-tr^JU. CJ*?*)— ft: 
Ac-SHF, Ac-SVF, Ac-TCF, Ac-T 
TF, Ac-TYF. b) NSfcT'-tr^U, C^XX^JU 
1$:: Ac-SHF-OEt, Ac-SVF-OEt, A 
c-TCF-OEt, Ac-TTF-OEt, Ac — T 
Y F — O E t„ c) N^7i-Jl/7 S J JU^C ~ Jl^ C 
Ph-NHCO-SHF, Ph-NHCO 
-SVF, Ph-NHCO-TCF, Ph-NHCO- 
TTF, Ph-NHCO-TYFo d) N^7i-^7 
*S 13)1*7$— C^lXfJlff: Ph-NHCO-S 



H F-OE 


t 


, P h -N H 


CO-S VF- 


OEt, P h 


-N H CO 




T C F-O E 


t , Ph-NH 


CO-TT F 


-OEt, 


P 


h -N H CO 


-T Y F-OE 


t „ (1 0) 


t S X G A 


c 


-SRG, A 


c-TRG, A 


c-SRG- 


OEt, A 


c 


-T RG-O 


E t , Ph-N 


H CO-S R 


G, Ph- 


N 


H CO-T R 


G, Ph-NH 


CO-SRG 


— OEt, 


P 


h-NHCO 


-T RG-OE 


t . (11) 


t S X H A 


c 


-SFH, A 


c-SNH, A 


c-SRH, 


A c -S F 


H 


-O E t , A 


c -S N H -O 


E t , A c - 


S RH-O 


E 


t , Ph-N 


HCO-S FH 


. Ph-NH 


CO-SN 


H 


, Ph-NH 


CO-S R H, 


Ph-NHC 


O-S FH 




OEt.Ph 


-NHCO-S 


N H-OE t 


, Ph-N 


H 


C O-S R H 


-OE to ( 1 


2) t SX I 


a) N^Ttr^K C%Z7 


»; — ft : A c - 


SGI. Ac 



-SMI, Ac-SPI, Ac-SVL Ac-TDI 
, Ac-TKI, Ac-TNIo b) N*y-fe*Jl% C 
^XX^fJUft : Ac-SGI-OEt, Ac-SMI- 
OEt, Ac-SPI-OEt, Ac-SVI-OEt 
, Ac-TDI-OEt. Ac-TKI -OEt, Ac 
- T N I-OEto c) N^7i-^7 5 J *;UtH— )U 
. C 5fc V 'J —ft : Ph-NHCO-SGU Ph-NH 
CO-SMI, Ph-NHCO-SPI, Ph-NHC 
O-SVI. Ph-NHCO-TDI, Ph-NHCO 
-TK I , Ph-NHCO-TNIo d) N^7i3 
7ay*Jl//f-^, C3fcX*xJH* : Ph-NHCO- 
SGI-OEt, P h - N H C O- SM I - O E t , P 
h -NHCO-S P I -OE t . Ph-NHCO-SV 
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|-OEt, p h -N H CO-T D I -O E t , Ph- 
NHCO-TKI-OEt, Ph-NHCO-TNI- 
O F t _ (13) tSXK a) N^T-fe^^, C5fe^U 
— (* : Ac-SEK, Ac-SGK, Ac-SPK, A 
c-SSK. Ac-TEK. Ac-TIK, Ac-TS 
K. Ac-TTKo b) N3fc7-tr^U. C^XX^Hfc 
: Ac-SEK-OEt, Ac-SGK-OEt* Ac 
-SPK-OEt, Ac-SSK-OEt, Ac-TE 
K-OEt, Ac-TIK-OEt, Ac-TSK-O 
Et, Ac-TTK-OE t 0 c) N^7x-JU7 S J 
— f£ : Ph-NHCO-SEK, 
Ph-NHCO-SGK, Ph-NHCO-SPK, P 
h-NHCO-SSK, Ph-NHCO-TEK, Ph 
-NHCO-TIK. Ph-NHCO-TSK, Ph- 
NHCO-TTKo d) N^7xZJU7 5 J il)l7\i—)l^ 
% Ctl^fiH*: Ph-NHCO-SEK-OEt, 
Ph-NHCO-SGK-OEt, Ph-NHCO-S 
PK-OEt, P h - N H CO- S S K- O E t % Ph 
-NHCO-TEK-OEt, Ph-NHCO-TIK 
-OEt, Ph-NHCO-TSK-OEt, Ph-N 
HCO-TTK-OEto (1 4) t SXM A c - T V 
M. Ac-TVM-OEt, Ph-NHCO-TVM, 
Ph-NHCO-TVM-OE t 0 (15) t S X N A 
c-SMN, Ac-SNN, Ac-SSN, Ac — SM 
N-OEt, Ac-SNN-OEt, Ac-SSN-O 
Et, Ph-NHCO-SMN, Ph-NHCO-SN 
N, Ph-NHCO-SSN, Ph-NHCO-SMN 
-OEt, Ph-NHCO-SNN-OEt, Ph-N 
HCO-SSN-OEt e (16) t SX PAc-SS 
P. Ac-STP, Ac-TRP, Ac-SSP-OE 
t, Ac-STP-OEt, Ac-TRP-OEt. P 
h-NHCO-SSP, Ph-NHCO-STP, Ph 
-NHCO-TRP. Ph-NHCO-SSP-OEt 
, Ph-NHCO-STP-OEt, Ph-NHCO- 
TRP-OEt- (17) t SXQ Ac-SDQ. Ac 

— SRQ, Ac-TAQ, Ac-SDQ-OEt, Ac 
-SRQ-OEt. Ac-TAQ-OEt, Ph-NH 
CO-SDQ. Ph-NHCO-SRQ. Ph-NHC 
O-TAQ. Ph-NHCO-SDQ-OEt, Ph- 
NHCO-S RQ-O E t . Ph-NHCO-TAQ- 
OFt. (18) tSXR Ac-TAR. Ac-TDR 
, Ac-TAR-OEt, Ac-TDR-OEt, Ph 

— NH CO— TAR* P h — NHCO— TDR, P h - 
NHCO-TAR-OE t , Ph — NHCO — TDR — 
OF t . (19) t SXS a) NjfcT-fe^U. C^^'j 
— f* : Ac-SCS, Ac-SQS, Ac-SSS, A 
c-TGS, Ac-TSSo b) N^T-fe^K C^x 
XfiH*: Ac-SCS-OEt, Ac-SQS-OE 
t, Ac-SSS-OEt, Ac-TQS-OEt. A 
c-TSS-OEto c) N^7x^7 £ J tDlstf — 

C^7'J-i*: Ph-NHCO-SCS, Ph-N 
HCO-SQS, Ph-NHCO-SSS, Ph-NH 
CO-TOS, Ph-NHCO-TSS, d) N|7i 
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- jut a j a;u7t-C— ;k c^ixfiH* : p h - n h c 

O-SCS-OEt, P h - N H C O- S GS -O E t 
% Ph-NHCO-SSS-OEt, Ph-NHCO- 
TOS-OEt, P h-NHCO-TSS-OE t . 
2Q) t SXT Ac-TDT, Ac-TDT-OEt, 
Ph— NHCO— TDT, P h - N H C O - T D T - O 
E t o (21) t S X W A c - T AW. Ac-TAW- 
OEt % Ph-NHCO-TAW, Ph-NHCO-T 
AW-Qgt- (22) tSXY Ac-SRY. A c - 
TLY, Ac-SRY-OEt, Ac-TLY-OE t 
, Ph-NHCO-SRY. Ph-NHCO-TL Y, 
Ph-NHCO-SRY-OE t , Ph-NHCO-T 
L Y — O E t„ »*Lt^*«K<Dft^tti:Lrii, A 



c — 


S L V, 


Ac-S FV, Ac — 


S I V, 


A c - 


S R 


V, 


A c -S 


V V. A c -T L V, 


Ac-S 


L L, 


A c 


- T 


T L, A 


c-SL V-OM e , 


Ac-S 


F V — 


OM 


e „ 


A c - S 


I V-OM e , A c - 


SRV- 


OM e 


, A 


c — 


svv- 


OM e , A c — T L V 


-OM e 


. Ac 


-S 


L L 


-OM © 


, A c -T T L-OM 


e , Ac 


- S L 


v- 


O E 


t , A c 


-SFV-OEt, A 


c -S I 


V-O 


E t 


, A 


c -S R 


V - O E t \ Ac-S 


vv-o 


E t . 


A c 


- T 


L V — O 


Et, Ac-SLL- 


OEt, 


A c - 


T T 


L - 


OEt, 


P h — N H CO-S L 


V, P h 


— N H 


C O 



-SFV, Ph-NHCO-Sl V, Ph-NHCO- 
SRV, Ph-NHCO-SVV, Ph-NHCO-T 
LV, Ph-NHCO-SLL, Ph-NHCO-TT 
L, Ph — NHCO — S LV-OMe, Ph-NHCO 
-SFV-OMe, Ph — NHCO — S I V — OM©, 
Ph— NHCO — SRV — OM©, Ph-NHCO-S 
VV-OMe, Ph-NHCO-TLV-OMe, Ph 
— NHCO — S LL-OMe, Ph-NHCO-TTL 
-OMe, Ph-NHCO-SLV-OE t, Ph-N 
HCO-SFV-OEt, Ph-NHCO-S I V-O 
Et. P h - N H CO- S R V- O E t , Ph-NHC 
O-SVV-OEt, P h - N H C O- T L V-O E t 



, P h-NHCO- 


S L L-OE t 


, P h -NHCO- 


T T L-O E t , C 


y h-NHCO 


-SLV, C y h - 


N H CO-S F V, 


Cyh-NHCO-S I V, Cyh 


-N H CO-S R V 


% Cyh-NH 


CO-S V V, C y 


h -NHCO-T L 


V, C y h -N 


HCO-S L L „ C 


y h-NHCO-T 


T L, Cyh- 


NHCO-SLV- 


OM e , C y h -N 


H CO-S F V 


-OM e . C y h - 


N H CO-S I V- 


O M © „ Cyh 


— N H CO-S R V 


-OM © , C y h - 


N H CO-S V 


V-OM e, Cyh 


-NHCO-T L V 


— OM e , C y 


h -N H CO-S L 


L-OMe, C y h 


-NHCO-T 


T L-OMe, C y 


h - N H CO- S L 


V-OEt, C 


yh-NHCO-S 


F V-O E t , C y 


h -N H CO- 


S I V-OE t , C 


y h -NH CO-S 


RV-OEt, 


Cy h-NHCO- 


S V V-O E t , C 


y h-NHCO 


-T L V-OE t , 


C y h-NHCO- 


S L L-OE t 


, Cyh-NHCO 


-T T L-OE t , 


Ph-CO-S 


L V, P h - CO- 


S L V-OM e , P 


h -CO-S L 


V-OEt, Cyh 
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-CO-SLV. Cyh-CO-SLV-OMe, Cy 
h-CO-S L V-OE t tfhli htl&» ±IE 
ft£tt<0B8*»31l-fcl*T. Ac-, Ph-CO-, C 
yh-CO-. Ph-NHCO-, fcctr/Cyh-NH 

vJl/7«y *JU?K-itaS*Sl*"rft ( , *fc* -OMe, 
-OEtfcW-OiPr li^ti-f^C^^(D^;U7i<^r 

( C H 2 N H ) -liT S Kte^0^Jl/^x;uS 
jb<SSSttTl**C£«l*LTasy, - (NMe) XI* 

£o I£*(]^0>D7S J BfcOHTI* (D) X<DfB-^ 

**)-a-(cj=y^fief *ci:A<if** : *a»ia (£) . 

*««dc<b5Mfi£B* 5 2#, 3 4 19 94 

^ ; *5LMd\ Gregory A. Grant («) . TSynthetic 
Peptides : A User's Guide J % W. H. Freeman and C 
ompany tt 0 Hffi±T**fiE**ifc^^ Kli, fifft0>&£ 

U — MS, FAB-MS. FD-MS) , HPLC, ft 
fctfl^H-NMR (500MHz) hJUt^of- 
. N*M(D«'m*(D5*. 7-fefiMbttDMF (v> 

itch^^ic^juTKv^b^^N^^Tsy^izfg^f 

^ODtet&l** DMF3f<D&t£iS&I*, >fVv7t- Mb 

ffe©x;*f^#f::oLvCI4, *<b***<DSS 

^tfSjcSti*:^ ^©^t^b^f** rj. Mo 
d. Chom. J. 28i, 1 8 741 (1 9 85^) 

fc^iwi r$tfi8¥5-2 7127 *mia$£ 

f=ttoraiBa"CKia«-«Ci:26<T?*€i. % 
BHb^fctt. *IK!a©<&;*i£ (Org. S y n. , 6 7 
#, 6 91, 1 9 8 8*0 tMLfe7)Uft K(**ffl 
l^r. T = >^iS7t^[3T;U^;i/^b-r^AV &&LM4T 
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fc£lM*v'<>vJUx* l/>v7 5 b l ) Xfib7 5 
> J: T/tf v><0.*: 5£^&<Di£g. **lMi*» 

»**#r<&*«swMt*ttii, beh. mm. ji 

owl ml ^Db°^->^. e/<y>a. 
^juftK. 7D>g, tvu>&, ^-7;uK 

*&BjjaMt^»i4 u-fe -<oJi**a t l < I* 'J 
? u-t^*— Ri8#ja>ii*ffla)es*iz*5it*ffl«<3!)fc«> 

OVltUl^o Fas, V I P U-b^^— (DffelZ^fCgi 
it LTL^ t S XXtf- 7$%Tr&Mfemisf?$- 
kLT* transforming growth factor beta receptor 
III, insulin-like growth factor I receptor, growth 
hormone-releasing hormonereceptor, somatostatin re 
cptor 4, CTLA-4 counter-receptor B7-2, prolactin re 
ceptor long form, nerve growth factor receptor ho 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. ISTA cannot 

be held liable for any detriment fromits use. WWW: http://www.intlsdence.com Tel:8(XM3Q-5727) 



P.36 



JP 9701 1091S Machine Translation 

mo I og, TGF-beta type II receptor, platelet-derived 
growth factor receptor beta. somatostatin receptor 
I somatostatin receptor SSTR3. folate receptor t 
ype gamma, parathyroid hormone related peptide rec 
eptor. fibroblast growth factor receptor 1 .epiderm 
a I growth factor receptor HER4. nerve growth facto 
r receptor LM£ transforming protein mas£fclf 

f-^^t^I^iUt^-tLT, Fas. luteini 
zing hormone-chor iogonadotropin receptror I.T-cel 
I surface glycoprotein C02. CTLA-4 counter-recepto 
r B7-2. interleukin-5 receptor, G protein-coupled r 
eceptor BLR, leukocyte surface glycoprotein CD 16. 
vasoactive intestinal peptide receptor, antigen CD 
97. eel I adhesion receptor CD36. IgG Fc receptor II 
a. bradykinin B2 r eceptor I Mini stamine H2 rece 
ptor £h\fZ>ZttfV%&o Cftbtf) l>1zzf$—\^fo 

• T UJU*-SJ»**M±: LT<DE38«Jjt 

tSXXtf-7tStS«BBH!^-i:Lt, fi 

bronectin receptor alpha chain, insulin-like growt 
h factor I receptor. antigen GD97.ce! I adhesion re 
ceptor CD36, G-CSF receptor D7 foh IWiu-plasminog 
en activator receptor form 2 £ &lf C t *<T5 cf -So 

roEi!iai««i*a«L»* 0 i l-s u-fe^*-<o 

il/-t^^-<i: LT\ trnsforming growth factor beta 
receptor 1 1 1, prostaglandin E receptor subtype EP 
3C. prostanoid IP receptor, prostiglandi n E recepto 
r subtype EP1. G protein-coupled receptor BLR, ner 
ve growth factor receptor homo I og, TGF-beta typr I 
I receptor, eel I surface glycoprotein CD 1 1 c, secret 
ory phosphol ipase A2 receptorbradyki ni n B2 recept 
or &&LW£histamine H2 receptor £ felf £ C t 

«»(=B3iLTt^6 t SXXtf-7^tl)MlU 
Hz:7£ — £LT, transforming growth factor beta r 
eceptor III. natr iuretic peptide receptor C. prosta 
glandin E receptor subtype EP3C, prostanoid IP rec 
eptor. cannabinoid receptor CB2, natr iuretic peptid 
e receptor A .adrenergic receptor alpha 1A. vasoac 
tive intestinal peptide receptor. TGF-beta type I 
I receptor, eel I adhesion receptor CD36, nicoti nic 
acetylcholine receptor beta-2 chain, platelet-der i 
ved growth factor receptor beta, beta-2-adrenergic 
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receptor, endothel in receptor A subtype, g I ucagon- 
like peptide-1 receptor, endothel in receptor B, ant 
idiuretic hormone receptor, beta-1 -adrenergic rece 
optor. serotonin receptor 5HT-2, serotonin receptor 

5HT-1C. serotonin 5-HT2B receptor protein, fc&l* 
l£alpha-2B-adrenergic receptor £fc If -5 C 

i:Lt, glutamate receptor 6 kainate-preferr i ng r 
eceptor .oxytocin receptor, insulin-like growth fa 
ctor I receptor, protein-tyros ine kinase sky, somat 
ostatin receptor 4. somatostatin receptor l.somato 
statin receptor SSTR3, glutamate receptor GluRl.me 
tabotropic glutamate receptor 5 B, metabotroptc gl 
utamate 5 A, G protein-coupled receptor GPRI.musca 
rinic acetylcholine receptor M3, thyropin-releas in 
g hormone receptor, nerve growth factor receptor I 
ow affinity, VIP receptor, serotonin receptor 5HT-2 
.serotonin receptor 5HT-1C. NMDA receptor chain 1 
, NMDA receptor modulatory chain hNR2A, cort icotrop 
in-releasing hormone receptor. &&LW±me I anocorti 
n receptor 4 & C t A<T* # %>» Cfc, «b0) U-tr 

— \z ft \t-&%* te&xfttiZ&m^Wz 

L#£o #**l::HaLTL\a t SXX^e 
^ — ■6WBSKU'*b^* — t Lt, calcitonin r 

eceptor, parathyroid hormone related peptide recep 
tor fc<g>lM£insu I in-l ike growth factor I receptor 

sMBEOMb^ttte* #*L<lifc HcSLT. 

L\a6^Wf=SBT?*«S#t L<li*W#Ji:» 

^□W^jfflicKLrii, S«Lfcft£«i (Stt*») * 
, 7XJSa*L<li*ttBai?«i:LT«#-r*Ci:36<"C* 

& e &#joDi#£ici*, a*«ffl*nri^*si*, 

^:t^t^l)o BSfcfl, flrF*5«fctffMR«*J 
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(Ofelg^, «KB»tt*«««=*a<fc?l=BfflI*-^S 

, «*lf, PH7. 4<n£3i:££7K<Z>cfcd#^ftl^ 

*»s jaBiMft±fi-ft (boius) stwiz j: y . j&m 
*«wi=iiSS<BBWi-J=y*ss*i'*. «(* 

LT, lB^fcy*«0. O O 1 mg/kg (t h<r>&w.) 
**&»2 Omg/kgflK, »*L< «\ IBSfcy.'o. 
0 0 5mg/kg^6ttl Omg/kgHK"Cffli*&*i*<DJb<— 
&6*jT-&&o *f£^<D<b#^£m*T&ftC0tci:*tf 
56tEffl3 9-44fc < ti;84-8 5 A* £33 5 I- 

&£iw*&»ici£u-t: y Kt L<i**a>7 
rii«aflSHu-b^4i-±T3&<»fttfty»*36<i»2E<D t 

SXXtf-7Mf4Ut?f-ttt. JlttftlCfi 
U-fe^*— *<F a s0>i§£, U-t^-*#r*J6«T* 

&IM4F a s y #>K£*«PJiaMb6«k P h - 

NHCO-SLV-OEt k$&mL. Jg«BJftlCT*H 

— j&W I p u-tr:/* MS<»v ! P^:* 

3)£0!CEMt£*U «3^Ph-NHCO-SLV-OEt 
££#/BL* V I P<Dv<f^M^<fflJfrJ2;ft*tl£, V 1 P 
l/t^-(DR CR««jb<i^*Jl>«)B»(C«L*Tl*fc 
Zt^b^t3S4 9 «(zu-tr^*-i: Ltj3 2 -7 KU 

* - 0 C * tt <t * CO » £ 9 £ k <T> f£<£ £ RB S "f €> C <t \z 

j=y«fflj»Ku-tr^*-o*>y^-ii/ea*Bffl-*-ft*a* 
s r- 1 1 u < r t m Jfe m u -tr zf * — 0 *> v-t- > & 1 ^ a* a* 
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. [si>Zf$-tfF a sV&ZmS* FastPTP-B 
AS©«£*ffl**-*C£KJ:yMlte5EKBLT F a s 

F a s^bCDv^*-^;U^C(7)J: ^CltSffr-f &2fj£te*§<& 

ftft«J80)WHIc<F*Ci:A<Elfl**tra3y (Nagata.S 
. and P. Go I stein (1995), "The Fas death factor". Sci 
ence (Wash. DC) . 267 : 1 449-1 456) , cfcoT, _tfECD#i£l* 

%>& ■ yu^-ssoM^t^y oho $3£<dbb8 

\zmLTl*'&i£(DmmW3 1 , 3 8, 3 9, 40, 84 

i:<De^6R§s-r«ci:i=j:y. v i pcdt^kiult 

V I P U-b^^-^b<Dv^^^ftlcUllp-r^Ci:A< 
. e^<BR18C:i*V I P u-tr^ar— a)C^Sg^^f Ks 

^-coutti, *ft**u<BC5|5iiHlE$i]flE> 5 

?l£>*i& 0 ^oT. U-tr 2-^ ^tv^ is 

fccfctf I L-8 U-fe^* — 0it£. Ctib 

*Hs-cft-&-tn&©c5i5«aie^«fii:<Diie^*ias-r 

3b«. *f6P^I4Cn&0)*»l«ll=«k'3TW*IHffi*art64i 

~/<U > (S L V) 0)11313 Fmo c - L-/^y >0O 
Ut;Wangl/y> (4 00mg, O. 2Sy%JUfiS) 

*v*iU*-;U*) SKftSLfeS. Fmoc-L-P 
(0. 5MJ§;^) k&iivzf*) >y&J££@*9± 
"Cfiofc. Fmocg(DMl3:2 0%tf^Uv> (D 

^Pe^*;i#5?-f 3K) ^btfCHBTu ( 0 -K> 
7h'J7^-;i-1-^f^-N, N , N' , N ' h 
5> ^JU^P — ^^-X37x— h) 

£ffll^~C*7o/co £ ^(3, P^»(DN»Fmoc 
££@«(=IK&aL*:ft. Fmo c -O- t -3^1 — 
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L*:&, TFA < MJ^A/^PRK) T^^f^CtfC 

cfcox. -tz»j>^0±<oSlia (t-:7^S) 

oT?fl§SL, 3 2. 1 mg(0 L — i? 'J /I/— L — P 
^>JI/-L-A*'J> (SLV) Zmtz. FAB-MS 
(m/z) : 3 1 8 (MH») 0 1 H — N M R ( <S , C 
D 3 OD) :0. 95 (12H. m) , 1. 66 (3H, 
m). 2. 16 ( 1 H, m), 3. 85 (1H, m), 

3. 94 (2H, m) . 4. 27 (1H, d. J = 6. 

1 H z) , 4. 52 ( 1 H. dd, J = 9. 8, 4. 9 
Hz) o gttiffl2 N - 7 JU - L — fe U JU- L - P 
^ -VJU- L-/\U ^ (Ac-SLV) (PiBfil Xttfll 
i:|5)^:WangUv> (9 0mg) £ffll*E«±"C£JS 
L tz^Zff- KCDN^^fziiMt"^) FmocS^tf^'Jv 
>T»«aLfeft, 3 0%**BB(DMFiS*) T**G 
S-r^CirfzJ: y , N*S«7S-/*«>7'te?-JMt*fTO 
fco TFAfflaiCty, SUfiffill i:H«f=«fll±«)K« 
St Uv>3b^0D«m»L*fiLV 3. 7mg(0N-7-t: 
^IU— L --tr x ) fr- L - P>f v;u- L — /* U > (A c - 
SLV) £%tzo FAB-MS (m/z) : 3 6 0 ( 
MH*) . 1H-NMR (6 % CD3OD) :0. 95 

(12H, m), 1. 65 (3H, m). 1. 99 (3 
H. s) , 2. 15 (1H,m) , 3. 7.6 (2 H. m 
) , 4. 2 9 (1 H. d, J = 6. 1Hz), 4. 44 

( 1H . t, J =6. 1 H z) . 4. 48 (1H, dd 
, J = 4. 9. 10. 4Hz) B IM3 N-KyyT 
^;i,-L-H7'JJU-L-P^->^-L-/<'J> CP h- 
C O — S L V) CDffllg 1 <t fH]4i(3Wa n g bv 

> (4 0Omg) Sffll^ffl±-e^iiltLfc^^K<DN* 

CTFA-CMtSCiCky, 3 2. 2mg(7)N-^> 
% /*f L - -tr y iU— L -P-f VJU- L -/<'J > (Ph 
-CO-SLV) £ftfc„ FAB-MS Cm/ z ) : 
4 2 2 (M H + ) o 'H-NMR ((5, CD 3 OD) : 
0. 95 (12H, m). 1. 65 (2H. m), 1. 
75 (1H, m) % 2. 16 (1H. m) , 3. 90 ( 
2H, m) , 4. 29 ( 1 H. d, J = 5. 5Hz) , 

4. 52 (1H, dd. J=4. 9, 9. 8Hz) „ 4 
. 68 (1H, t. J = 6. 1Hz). 7. 46 C 2 H 
. m) , 7. 5 3 C1H. m) . 7. 87 (2H, d, 
J = 7 . 3Hz)„SSk£L4 N-*sW»*r*s}\,il)l> 
tH~ JU- L-*? U )l>- L -P*f islU- L 1/ (Cv 

h-co-s l v) <puaig mmms<D^B.mmo>^tt> 

f=*-y^y>yfi«*fTofc». TFAMSfil^ 2 
6. 4 mgtf) N - v £ n^^*>ju*;U7H— L --tr U JU 
-L-D^v^-L-/<'i> (Cyh-CO-SLV) 
FAB-MS (m/z ) : 4 2 8 (M H *) o 
t H-NMR (<S , C D3OD) : 0. 9 4 ( 1 2 H, 
m) . 1. 28 (3H, m) , 1. 41 (2H, m) . 
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1. 66 (4H, m) 1. 78 (4H, m) , 2. 15 
(1H. m) , 2. 24 (1H. m) . 3. 73 (2H 

. m). 4. 29 (1H, d, J=5. 5 H z) . 4. 
4 4 (2H, m) o 3EKifll5 N - T7 x -)VT == J i) jU 

-NHCO-S L V) <nmm S»«2 tH«l3Wa n 
g Uv> (4 0 0mg) &mi^tQ±T"£f$.Ltz^Z?T K 

2M<7)DMF;§&) t«Lf;S, T F A T'ifflJlfDSi 
Uv>^*b<D*Syf8L£*Tl\ 5 1. 2mg<DN- 
7x-ji/7 s J t))i7\i-}\ — l — t? 'J ;u- l-p-t ->;i/ 

- L > (Ph-NHCO-SLV) ^if: 0 F 
AB-MS (m/z) : 4 3 7 (M H *) 0 1 H — N M 
R {6 % CD 3 OD) : O. 9 5 ( 1 2 H. m) % 1 . 6 
9 (3H, m) , 2. 17 (1H, m) , 3. 74 (1 
H. dd. J = 10. 4. 6. 1 H z ) , 3. 86 (1 
H. dd. J = 1 O. 4. 4. 9 H z) , 4. 29 (1 
H. d. J = 5. 5 H z ) . 4. 40 (1H. dd, J 
= 6. 1. 4. 9Hz) , 4. 50 (1H, dd. J = 
9. 8. 4. 9Hz), 6. 97 (1H, m) . 7 . 2 

4 (2H. m) , 7. 35 (2H, d, J = 8. 5Hz 

L --tr 'J JU- L -P*f L -/<U > (Cvh-NH 

CQ-S L V ) CftUlS* S1^5(07xZMVv7t 

- KDftt^y (Cv^ P^^rvM Vv7t- h ( 2 MCO 
DMF^ift) 3 8. 2mg<DN-v?P^*vJU 

ray tj^tK-vu- l --tr i j ju- L-p*f vju- l - a 

•J> (Cyh-NHCO-SLV) FAB- 
MS (m/z) : 44 3 (MHO 0 1 H — N M R (5 
, C D3OD) :0. 95 (12H, m) , 1. 17(3 
H . m) , 1. 34 (3H, m) , 1. 60 (2H. m 
) 1. 71 (3H, m) „ 1. 85 (2H. m) , 2. 
16 (1H. m) . 3. 47 ( 1 H. m) , 3. 66 ( 
1H. m), 3. 78 (1H. dd. J = 10. 4, 5 
. 5 H z) , 4. 29 (2H, m),4. 48 (1H, 
m) o mi$M7 L— tr U ;U-L-P^ 

vJl-L-/^J^y^JUXXfJU (Ac -SLV-OM 
e) ODHiag ^Mm2T*'&tzN-TizT)ls- L--tT 

- L-D-f *>;U-L-/<y > (A c-S L V) 14. 9 

x— tJU**) -C^S^i>c:i:fc<fcy 6. 4 mgCD N — T 
-b^ju- l - -tr L -P-f v^- L — /<y 

x^-r^U (Ac-SLV-OMe) £4#*:o FD-M 

5 (m/z) : 3 7 3 CM*) „ 1H-NMR ( 8 % C 
DCI3) :0. 92 (12H. m). 1. 56 ( 1 H. 
m) „ 1. 70 (2H. m) , 2. 03 (3H. s) . 

2. 15 (1H, m) , 3. 63 (2H, m) , 3. 7 
4(3H. s) . 4. O 4 (1 H, b r d, J=1 1 
. 0Hz) . 4. 41 (1H. m) . 4. 54 (2H. 
m) , 6. 48 (1H. d. J = 6. 7Hz) . 6. 6 
9 (1H, d. J = 8. 5Hz) , 6. 77 (1H. d 
. J = 7. 3Hz) oSfifli jl-)V7 $ S ±> 
JUtK-M,- L --t? 'J ;U- L -P 4 L -/<*J =F 
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JUXA^rJb (Ph-NHCO-SLV-OMe) (ftlfigj 

•tr';;u- l-p-t->;u- l (ph-nhco- 
SLV) 15. 3mg^mm^7 tmmziy7V^^>x* 

%\mL > 8. 2mg<DN - 37 x— JUT S y 2j JU?K— il/— L 

--tr ju- L-o^f vii/ - f;nxfii ( 

Ph-NHCO-SLV-OMe) FAB- 
MS (m/z) : 451 (MHO o 1 H — N M R (6 
% CDC I 3) :0. 90 (12 H. m), 1. 69 (3 
H. m) . 2. 14 (1H, m) , 3. 6 5 (1 H . m 
) % 3. 72 (3H. s) , 4. 02 (1H, dd, J 
= 7. 3. 3. 1Hz) % 4. 54 (3H, m) , 6. 
15 (1H. d. J = 7. 3Hz) , 7. 04 (1H, 
t. J = 7 . 3 H z) , 7. 20 (2 H, t. J = 7. 
9Hz) , 7. 3 0 ( 2 H. ovor lapped) o 
»jfiffll9 N - isl n^*is)VT 5 J ^JUtK — iU- L - 
■friJJL- L-P-Y'>;U- L-/N*'J ^JUlXfJb (C 
v h-NHCO-SLV-OMe) CPillSS Se*t«6T? 

4#fcN - v£ p^^v^t s y *ju/K— ;u- l —fe 'j;u 

-L-D-f v^-L-/*«J> (Cyh-NHCO-SL 
V) 1 5diggSK«l7traai=y7^>>T?*iL, 
4. 8 mg CD N - P^^V^7 5 7 tUVft—iis— L — 

■fe'jji/- L-D-f *>;u- L-/\*'J>y ^juxx-fju (c 

yh-NHCO-SLV-OMe) £4#/io F D — M 
S (m/z) : 4 5 7 (MHO „ 1 H — N M R (6, 
CDC I 3) :0. 91 (12 H. m) , 1. 12 (3H 
, m ) % 1. 34 (2H, m) , 1. 5-1. 7 (6H 
), 1 . 90 (2H. m) , 2. 15 ( 1 H, m), 3 
. 51 (1H, m), 3. 63 (1H. dd. J = 11 
. 0, 6. 1Hz) » 3. 73 (3H, s) . 4. 01 
(1H. dd, J = 1 1 . O, 3. 7Hz)* 4. 44 
(2H. m) . 4. 53 ( 1 H. dd. J=8. 9, 5 
. 2Hz), 5. 55 (1H, br), 7. 05 (1H 

, d, j = 9. ihz), mmm 1 o n- [a-** 

JU-2 (S) ~ (N-T-fr^JU- L— E'J JU) 757- 

h - 1 - -nil - l-au >y ^juxx^-ju (ac 

-S L-tft- (CH ? NH) - V-OMe) QUliS N- 
T-tr^^-O- t -^JU- L— fe *) > (2 1 Omg) <h 
n- [4-y — 2 (s) -7s;-^>h-i — r 
ju] - L-A'j >y fiL^XXf^ (3 4 Omg) ^ v^J-^ 

-fr>(1. Oml) ClfLfci, 1-tKP*V"<> 
>C h U T V— ^ • 1 TKIP^ ( 1 4 Omg) i: i>*>^ P^* 
*>JU*JU#v-f 5 K (2 1 Omg) £j£flOL. &f&i&£^ 

sitm 7Riaa#Lfc. ^sftsaa-ciftSLfca* 

'J ±>7)l<? P^? h^77-f- TffllHL, 18 1mg<0N- 

[4-y^ju-2 (s) - (N-r-tr^u-o- t 
^;u- L--t'j;u) r sy-^> h- 1 --f ju] - l- 

±SB£fifc*l1 8 ImgS 9 5%T F AjSi^-C 8B#Pb1«Q31L 
HHfflWB^P^ h^^-T— "CWSL, 6 9mg 
ON- [4->^;U-2 (S) - (N-T-b^JU-L- 
-felMU) 75/-^>h-1-f^] - L-/\'>l »f 
jUXf^ : (A c -S L-Jp- (CH 2 NH) -V-O 
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Me) £f§fco FD-MS (m/z) : 3 60 (MH 
♦) 0 'H-NMR (<5, CDCI3) :0. 91 (1 
2H. m) , 1. 28 (1H, m) . 1. 37 (1 H, 
m) , 1 . 6 1 (1H, m) , 1 . 9 5 (1 H, m) , 
2. 02 (3H. s) % 2. 37 (1 H, dd. J = 1 
1. 6. 7. 9 H z ) % 2. 67 (1H, dd, J = 1 
1. 6. 4. 3H z) . 2. 8 1 (1 H, b r) . 3. 

01 (1H, d. J = 5. 5Hz) , 3. 54 (1H. 
dd, J = 1 1 . 6. 7. 3Hz) , 3. 72 (3H, 
s). 3. 94 (1H. dd. J = 1 1. 6. 4. 3H 
z) , 4. 10 (1H, m) , 4. 48 (1H, m) % 
6. 50 (1H. d. J = 9. 2) . 6. 63 (1H, 

dt j = 6. 7Hz) .IMLLL n- 

-2 (S) - (N-7**)\,- L — feUJU) 7 £ 7 
Vh-1-^Jll - L-/<U > (Ac-SL-^- (C 
H 2 NH) -V) <DtB§l 1Omg(0N- [4-^^JU- 

2 (S) - L --b'JJU) 7S>- / <> 
h-1--TJU] -L-A'J»fiHXf^1. Om 

CO. 5ml) *»JnL. 7)lzi>nm%T. M 
;£T*1 2B#H«i*Lfco L -T^>5c 

^;u-2 (s) - (N-7-tr^JU- l— tr UJU) 

-K>h-1--Y;U] - L-A'J > (Ac-SL-0- 
(CH 2 NH) -V)_$5. 4mg§f; 0 . FD-MS. ( 
m/z) : 34 6 (MH + ) e 'H-NMR id. CD 
3 OD) : O. 92 (3H, d, J=6. 7Hz) . O. 
95 (3H. d. J = 6. 7 H z) . 1. 04 (3H, 
d, J = 6. 7Hz), 1. 10 (3H. d. J = 6. 
7 H z ) . 1. 33 (1H, m) , 1. 54 (1H. m 
1. 7 0 ( 1 H. m) « 2. 01 (3H, s) , 2 
. 22 (1H, m) , 2. 95 (1H, br dd. J 
= 12. 8, 9. 8Hz) , 3. 20 (1H, br d 
. J = 12. 8 H z) . 3. 38 ( 1 H. br), 3. 
75 (1H. dd, J = 10. 4, 5. 5Hz) , 3. 
82 (1H. dd. J = 10. 4, 4. 8 H z) , 4. 
2 7 ( 1 H, m) , 4. 32C1H. m) 0 mifaM 1 2 

1/ (Ac- (p) s l v) <puais mmm 1 <r> F m o c 

-O - t - ^^;l/-L--tr'J ls<Ditt>V IZ* Fmoc- 
O- t -^JU-D— fe»J >£/fH\ WangUv> ( 

4 0 0mg) -tr*^^ K*£j£Lfc«. HSS^2i:^ 
^fZ^Sf^CirfCct oT 1 5. 4mg(0N-7-t:f^ 
-D--tr , ;^-L-p-< v;u- L -/n'J > (Ac - (D 
) SLV) £*§fco FAB-MS (m/z) : 360 

(M H + ) o 'H-NMR (5, CD3OD) : O. 9 

5 (12H. m) . 1. 62 (2H, m) , 1. 68 ( 
1 H, m) , 2. 00 (3H. s) . 2. 16 ( 1 H, 
m) , 3. 76 (2H. m) . 4. 29 ( 1 H, d. J 
= 5. 5Hz) , 4. 4 0 ( 1 H, t. J=5. 5Hz 
) % 4. 47 (1H. dd. J=9. 2. 5. 5Hz) 

o 1 3 N-7^^;U- N-y^JU-L--tr'J JU 

-L-P^ VJL-L-/<'J> (Ac- (NMe) SLV 
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•b y xoftt? y fc % Fmo c -n -> ^;u-o-^>v 

;U— L — -b "J >£ffit** WangUvV (400mg) 
C<bCJ:^t90. 7mg<ON-7tfJl/-N->fJl/ 

- o-^<>v;u- l --t? y ;u- l -p-t vju- l -Ay 

>£«fco ZCDo*>2 6. 9mg^I^-JU:^iL 
, 7Ki^fc/<7V^A£M&i:U *fgiMT2. 5B* 

f 6 C <h K J: o r S W t ? h N - y-fe^ji, - N - / 
-L--t?y;u-L-p^ vju- l -M*y > (Ac - (n 

Me) SLV) SO. 6 8mgftfc. FAB-MS ( 
m/z) : 3 7 4 (MH + ) . 1 H — N M R (5, CD 
3 OD) : O . 95 (12H. m) , 1. 63 (3H, m 
) , 2 . 15 ( 3 H . s ) , 2 . 18 (1H, m) , 2 
. 65 (3H, s) . 3. 88 (1H, m) , 3. 97 
(1H, m) . 4. 27 (1H. m) „ 4. 45 (1H 
. m) . 4. 60 (1H, m) ~ gffiffl 1 4 N-7-tr 
L--t? U JU- l -^ju£ 5 JU- L-A'J > (Ac 
-S E V) (Pmm ^S£$|1 <Z)Fmo c- L-P'f V> 
<7>ft*>y (3* Fmoc-L-yjl/^5>8^L\ Wa 
ngUv>(400mg) ±V< Zf? K*"&fit LfcflL 
j616«2i:H«(Z«l3ir*Ci:(=J:oT5 5. 1 m g CD 

n -T-tr^ju- l— t? y ;i — l-<7';u^ L-/*y 

> (Ac-SEV) FAB-MS (m/z) 

: 3 7 6 (MH+) . 'H-NMR ( CD 3 OD) 
: O. 97 (6H, m) , 1. 93 (1H, m) , 2. 
01 (3H, s) „ 2. 16 (2H. m) % 2. 43 ( 
2H. m), 3. 74 (1H, d d . J = 1 1 . O, 5 
. 5 H z) , 3. 80 (1H, dd, J = 1 1 . O, 5 
. 5Hz), 4. 29 (1H. d, J = 5. 5 H z) , 
4. 42 (1H. t, J = 5. 5Hz), 4. 49 (1 
H, dd. J = 8. 1, 4. 4Hz) .Slfill N_ 

-y-br^ji,- L-*?yju- L-y V)i>- L-/<y > ca 

c-SKV) {PSHS ^1fl)Fmoc-L-P>fy 
>©ftshyi=* Fmo c - L-'J V>£EH^ Wa n g 
Uv> (400mg) JiT*'*:^ K£^f£Lfc&* 
«2tl^«l:ftiit4Cil:J:ot6 3. 6mg<DN- 

r-tr^u- L--tr y ^- L-y v^u- L-/<y > (a c 

-SKV) £f#fco FAB-MS (m/z) : 375 
(MH f ) . 1H-NMR (6\ CD 3 OD) : O. 9 
6 (6H, br d, J = 6. 7 H z) , 1. 49 (2 
H. m) , 1. 68 (3H, m) . 1. 93 (1H, m 
) , 2. 00 (3H, s) , 2. 17 (1H, m) , 2 
. 9 2 (2H. br t. J = 7Hz) , 3. 77 (2 
H. m) , 4. 30 (1H, br d, J = 6 H z) . 
4. 36 (1H. br t, J = 7Hz) , 4. 49 ( 
1 H, br dd. J = 9. 5Hz)oiHLL6 j± 
-7^?^JU-L-i?'JJU- L-?jl-)\,T=>-)\,- L- 
/<*) Is (A c — S FV) <Pfil$g il^10Fmoc- 
L — P -f ->>C0ft^y Fmoc-L-;i377 
— l/£fflL x * W a n g U V > (400mg) -tr*^^ 
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T4 3. 3mgO)N-7tf;i/- L--tr'J ;U-L-"7x 
"jU7 7-;i — L-AM > (Ac-SFV) 
FAB-MS (m/z) : 3 9 4 (M H*) . 1H-N 
MR (<S. CD 3 OD) : 0. 95 (6H. m) . 1 . 9 
6 (3 H, m) * 2. 14 (1H, m) , 2. 93(1 

H. m) . 3. 19 (1H, m) , 3. 68 (2H, d 
, J = 6. 1 H z) * 4. 28 (1H, m) , 4. 39 

(1H. m), 4. 71 (1H. m), 7. 24 (5H 
. m) o gffiflll 7 N-T-fr*JU- L— t?'JJU-l_- 

^ vd^v^- l-auxac-s i v) <pmm 

Sg^1 COFmo c-L-Q>T v><Dftt?yiC, Fmoc 
- L -*f VO-f V>£8H X . WangUv> (40Om 
g) ±T?^^ KSSJSLfc*. S6JB«I2 

t\z& or 1 o. 9m g cDN-T-tr^;u-L--tr 

•j;U- L-^VP^V^-L-A'^ (A c-S I V) 
£9*:. FAB-MS (m/z) : 3 6 0 (M H ♦) 0 
'H-NMR (<S* CD3OD) : O. 95 ( 1 2 H, 
m) , 1 . 19 ( 1 H. m) . 1 . 5 4 ( 1 H. m) , 

I. 89 (1H, m) , 2. 00 (3H, s) , 2. 1 
5 (1H. m) , 3. 74 (2H, m) , 4. 29 (1 
H. d. J = 6. 1Hz), 4. 34 (1H. d, J = 
7. 3Hz), 4. 47 (1H, m) 0 mmm 1 8 N_ 

-7-t?^;u- l -iy'jju- l-/<u;u- l -/*u > ca 

c-S VV) COliSi §gfiE#l 1 (0 Fmo c - L-P>f V 
><Dft*>y IC, Fmoc - L-A'J >£3HV Wa n g 
Uv> (400mg) JiT"*^ K££/£Lf;&, 
09 2 tl^l^S-r&CirfCcfcoT 3 9. OmgCDN- 
L -ir'JVU- L — L-A'J > (A c 

-SVV) £*#*Co FAB-MS (m/z) : 346 
(M H *) „ 1 H — N M R (6 % CD3OD) O. 9 7 
(12H, m), 2. 01 (3H, a ) . 2. 14 (2 
H, m), 3. 74 ( 1 H, dd, J = 1 1 . O. 6. 
1Hz), 3. 76 (1H. dd, J = 1 1. 0, 5. 
5Hz) , 4. 3 0 (2 H, m) * 4. 4 8 (1 H. t 
, J = 6. IHzl.ISflii N -T^^iU- L - 
X L/^-JU- L - ->JU- L-/N'J> (Ac-TLV 

) com®} mmm i<DFmoc-o-t- -jt)i>- l - 

■fey ><Dft^>y Fmoc-O-t-^H-L-X 
U3j-=>£ffll*» W a n g U v > ( 4 0 O m g ) ±V< 

cfcoT 1 4. 8mg^N-7tfJl/- L-Xl/t-il/- 
L-n^y/l-L-M'«J> (Ac-TLV) 
FAB-MS (m/z) : 3 7 4 (MHO <, *H-N 
MR (<S, CD3OD) : 0. 92 (3H, d, J = 6. 
7Hz). O. 96 (9H. m). 1. 17 (3H, d 
. J = 6. 7Hz), 1. 61 (2H. m), 1. 71 
(1H. m) . 2. 03 (3H. a) „ 2. 16 (1H 
. m) „ 4. 10 (1H, m) , 4. 28 (1H, d, 
J = 5. 5Hz) , 4. 3 5 ( 1 H, d, J = 4. 9H 
z) , 4. 52 (1H, dd, J=9. 5, 5. 8Hz 

) „ mmm 2 o N-T-tr^;u- ji-l-uj 
->ju- l — r v Q-r v> (a c-s l 1) <pm& mm 

i10)Fmoc-L ~/\' U >0OL^;Wa n g Uv>(D 
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jtt>VlZ % Fmoc-L--fVO^»©^feWan 
gUv>(180mg) £m^X®ft±T"lZfW£& 

3. 6mgO)N— — L— fe'JJI*- L-D-f v^U 
-L--<Va-f*>> (Ac-SL I) tmtto FAB 
-MS (m/z) : 3 7 4 (MH*) o 1 H — N M R ( 
6, CD 3 OD) : O. 9 1 (1 2H, m) , 1. 21 ( 
1H, m), 1. 51 (1H. m), 1. 62 (2H. 
m) , 1. 72 (1H, m) , 1. 87 (1H. m) . 
2. 00 (3H. s) . 3. 75 (2H, m) 4. 31 
(1H. d. J = 5. 5 H z) . 4. 45 (2H. m) 

0 mmmz 1 n-t*>*)\, - l-7ju*-ju- l-t 
x/^^-;u- l -f>\,$ l — 4 vp-r ->ju- l 

$ - JU- L--fr 'J JU- L - P*< viU- L-y<'J 

V (Ac-RNE 1 QSLV) fe J: 1/ N - 7 -fc ^ JU - L 

- <f JU3 £ =.)\ L --t? 'J JU- L - □ ^ ->JU- L — 'J 

V fAc-QSLV) HJS^2 tmmzLT* 
N — T -tZ^v/U— L-TJU^f— A/- L -rX/^^r — JU- 

l-^;u£ l --f vD^fyji — l-<7ji/* 5— ;u 

- L --fe'JJU- L-P-f vJU— L-AiJ > (Ac-RN 
EI QSLV) N-T-b^iU- L-<5fJU* £ -JU 

- L— -tr'Jit/— L — P^f is)\*— L — A U > (Ac-OS 
L V) ZmMLtZo A C -RNE I QS L V I o n s p 
ray-MS (m/ z ) : 1 000. 1 (MH + ) .Ac. 
-QSLV 1 onsp r ay— MS (m/ z ) : 487 

. 5 (MO o 1H-NMR (<5, CD3OD) : O. 
96 (12H. m), 1. 65 (5H. m) , 1. 99 
(3H, s) . 2. 16 (1H, m) , 2. 31 (2H 
. m) . 3. 76 (1H, m) „ 3. 83 (1H, m) 
, 4. 30 (2H, m) 4. 42 (1H. m) , 4. 4 
9 ( 1 H , m) o 2 N - 7 fe^/U- L — fc ¥ 

jU- L-P^ -/JU- L-A'J >I^JUXXtJU (A c - 
SLV-OEt) (PSHffl L-P^i/il/-L-A'J>i 
^;u:eX^U (1. 8 2 g ) tN - t h^v-O- 
K>v>;U-L--tr'J > (2. 09g) $DMF (30m 

i) c=3g#L. tKn+i/'OXhyr 1 ;-^' i*a 

ft (HOBt, O. 96g) CO^^ET, N — X^JU— N 

' - v> f ;i7 5 / ej^^t^v^ 5 k • 1 ^ifi 

(EDC-HCI, 1. 40g) ZfaStftt LT8 5# 
FA (6ml) (0. 3ml) OigdXfCiSff L , 

£ja-e4o#ras£*i*fcSL xemicttfa** 

;s$£L. o-^>v;u- L»-tr';;u- L-P^f v;u- L 
-/\ 1; >lfJUXf^ (3. 0 8g) Zfttzo 
% 0 _K>v?;U- L — -tl «J ;U- L -P-T vJU- L-/\'M 
VifiUXfil, (0. 3g) $y^PO>^> (CH 
2 C I 2 . 2ml) mfcWEM (BOu I ) <t h 

'jIfJb7S> (12 0^1) £210*, lit* 1 8ff5Pa1 
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-f— (=T&&£?rl*« N -7tf Jl — 0-'<>vJl>-L 
-■t* *J )U- L — P -f V — L -/N* 'J >IfiHXf^ ( 
0. 3 3g) £#fco ^t>(^. N-T-tr^^U-O-^ 

>v;u- L--t?'J ju- L-P*f vJU- L-A'j >x^;u 

XX^JU (O. 33g) ^VHKlOml) CH 
ITliStM 5B*ra»*S5c£frofc. ttfltt»*Lfc 

JU- L-D-f v>U- L-A'J >x^;ux^^fju ( A c - 
SLV-OEt) ^2 15mgHf: 6 FAB-MS ( 
m/z) : 38 8 (M H *) . 1 H — N M R ( <5 , CD 
C l 3 ) :0. 88-0. 96 (12H, m), 1. 28 
(3H. t. J = 7. 3Hz). 1. 5 5- 1. 7 5 ( 
3H. m), 2. 03 (3H. s ) . 2. 15 (1H. 
m). 3. 61 ( 1 H, m),3. 92 (1H. br) 
, 4. 0O (1H, m) , 4. 20 (2H. m) % 4. 
47 (1H t m) . 4. 53 (1H. m) . 4. 5 9 ( 
1H, m), 6. 61 (1H. d, J = 7. 4Hz), 
6. 86 (1 H, d. J=8. 6Hz). 7. 06 (1 
H. d, J = 7. 9Hz) , IML23. N - 7 x 
75; L--t?'J n,- L-p-f iwu-L -/< 

U^IfJI/IXTJl/ (Ph — NHCO — S LV-OEt 

) <pmm mfamz 2-c»6tifco-^>^;u-L— tr 

•J L-D-f vJU — L -/\''J >IfiH^f)l (0. 
5g) £DMF (5ml) fCjg&L, 7i-MVv7 
h (O. 13ml) ^O^T^^T* 1 50$fy)&J££ 
trfc«> £KM2 2 £H«lC*lJSL. 3 9 0mgO)N-7 

L _ p ^ ->n,- l -/<•; >xf ji/xxf fco & 

(Z. N-7i-;U7 5y*/l/^--ll/-0-^>v^-L 
-t'J^- L-D-f viU- L-/\*'J >IfiHXfJl/ C 

3 5 Omg) £x£/ — JU (10ml) i DMF (10 

ml) L. ^&#12 2 £ ^*§lc&ftfcg 

Tt^fr I* @^<i:tl>N-7i -;i/7 5/* jU7tf-;u - L 
--tr l J )i- L-P^fvJi/- L —/< l J >ifjnxf;i/ ( 

Ph-NHCO-S LV-OE t) £249mg#fco 

FAB-MS (m/z) : 4 6 5 (M H *) „ 1 H- 
NMR ( (5 , CDCI 3 ).:0. 88-0. 92 (12H 
, m) , 1. 28 (3H. t. J-7. 3 H z) . 1. 
57 (1H, m), 1. 69 (2H, m) , 2. 15( 
1 H, m), 3. 66 (1H, d d, J = 1 1 . O. 7 
. 3 H z) , 3. 91 (1H, dd, J = 1 1 . 0. 4 
. 9Hz) , 4. 17 (2H, m) , 4. 48 (3H, 
m). 7. 00 (1H, t, J = 7 . 3 H z ) , 7. 2 

4 ( 1 H, dd, J = 7. 9. 7. 3Hz), 7. 33 
(1H, d. J = 7. 9Hz) e IiM24 N-isO 

□ A^yjb75y jj )b7\i-)i,- l — -t? u ju— l-p>t -> 

)[,— L — U ^X^;1/XXt^U (Cvh-NHCO-S 
LV-OE t ) (Piflffl §H^2 307x-JKVv7 
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->;U- L -/<*) >IfiH7f Jl/ (Cyh-NHCO- 
SLV-OEt) ^2 04mgHf: 9 FAB-MS ( 
m/z) : 47 1 (MH + ) „ >H-NMR (d % CD 
CI 3 ) :0. 90-0. 96 (12H. m), 1. 14 
(3H. m). 1. 2 8 (3H. t. J = 7. 3Hz) 
, 1. 34 (2H, m) , 1. 58 (2H, m) , 1. 
6 9 (4 H. m) . 1 . 87 (2H, m) , 2. 15 ( 
1 H, m) „ 3. 48 (1H, m) , 3. 60 (1H, 
dd, J - 1 1 . O. 6. 7Hz), 3. 83 (1H. 
dd, J = 1 1 . 0. 4. 9Hz), 4. 18 (2H, 
m) , 4. 31 (1H, dd, J=6. 5. 5. 2Hz 
) , 4. 43 (2H. m) - ggflifli 2 5 H-T^T^ 

— L — -t? U L-P-f ->JU- L -75z>XfiUX 
tJL (Ac-SLA-OEt) (PiHg L-D-fv^- 
L-77->If)H^Til' CO. 5 0 g ) <tN-Fm 
oc-0-t-^fll/-L-b'J> (O. 83g) £D 
MF (10ml) t KQ^v'OXhUry 

— ;U • 1 TKIP^ (HOB t , 0. 30g) <D?f£T, N 

-X^;i N ' - v> f 5 y t 9 ^* JU*v-f 5 

K ■ 1 (EDC-HCI, 0. 4 5 g) £$fc£#J 

&*|£j*!c42!)£2 0%t^'J i?>-DMF»* (lOml 
).[::*# U iSt*5 0^?tfcl KBli^jU 

— L --tr L - P-f *>Jl/- L -77->XfiHX 

(0. 5 9 g) Zfttzo Mz* o-t-^;u- 
L — -t? U ;U- L -P-f L-77-VXf Jl/XXf 

(1 6 3m g ) PP> £ > (C H 2 C I 2 , 1m 

i ) izmmL. m?mm (4 su 1 5 t h 'jx^rs 

> (7 5/i I) £#0*, ^?£T*8B^&j££trf-<> 

L H N-T-tr^iU-O- t -^^;u-L--tr 'JJU- L- 
P>(vll/-L-77->ifJH^fJl' (1 3 Om g ) 

£&tzo £bfc, n -T-tr^;u-o- t -:?^;u- l 

— -tr x ) JU— L — P-f vJU — L -77->Xf JUXf Jl/ 
(1 30mg) $TFA (2ml) fC»fi? U 7* ( O . 
1ml) £2)D*_^;£T*4 5#H«#Lfco Sti&x^;ui: 

ir^;u - L - -tr U L-o^vil — L-77- 
JUXf Jl' (Ac-SLA-OEt) £2 5mg^^ D 

FAB-MS (m/z) : 3 60 (MH*) 0 1 H- 
NMR (6 , CDC I 3) : 0 . 93 (3H, d, J = 6 
. 1 H z) , 0. 9 5 (3H. d, J = 6. 1 H z) , 
1. 28 (3H, t. J=7. 3Hz). 1. 40 (3 
H. d. J = 6. 7Hz) , 1. 5 5- 1. 7 5 (3 H 
, m) , 2. 04 (3H. s) , 3. 61 ( 1 H. dd 
. J = 1 1 . 0. 7. 3 H z) % 4. 04 (1 H, dd 
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m j = 1 1 . O. 4. 3 H z) , 4. 2 0 (2H, m) 
% 4. 43 (1H, m) . 4. 52 (2H. m) , 6. 
55 (1 H. d. J = 7. 3Hz) , 6. 75 (1H. 
d. J = 7. 3Hz), 6. 81 (1H. d, J = 7. 
9Hz). $)ftffil2 6 N - -D x = 7 ft 

tJU (Ph-NHCO-SLA-OEt) (PUISS 
^2 2X*ibtlt:0- t -:7*jU-L— fe VJI/-L-D 
-fyJI/-L-77->Xf;HXfJP (O. 4g) £ D 
MF (5ml) fC*#L. 7i-MVv7t-h (0 
. 1 5ml) *jD?LTfia"C8 0»BiJS*6S-&fc. 
{^2 3 <t [njtiCl^SU 3 9 6mg(0N-7x-Jl/75 

y ftjt,7t-;-;u-o- t - L--fe'J ju-l-p>T 

v;u- L-77->^f^^f i^ffco N 
-7i zi^uy £ y ii)\stf—)i-o - t -?*ju— L— tr 

'J;U- L-D>f yJU- L-77- >IfJl/XXfil (3 
90mg) $TFA (5ml) £ Tfc (O. 25ml) (D 
xR«*«tl=**L, *it*2 5£H*l=««La»i:r 
§n-7i — ;ur s -/ * iu* — ju - l --tr 'J ju- l - p 

^>jb-L -7 5 — ^X^JUxXt^U (Ph-NHCO 
-SLA-OEt) £318mg#fco FD-MS ( 
m/z) : 4 3 6 (M + ) „ 'H-NMR (6% CDC 

1 3 ) :0. 89 (3H, d, J = 5 . 5Hz) , O. 9 

2 (3H, d. J = 6. 1Hz) , 1. 22 (3H, t 
. J = 7. OHz) . 1. 3 3 (3H. d. J = 7. 3 
Hz). 1. 5-1. 75 (3H, m) . 3. 72 (1 
H. dd, J = 1 1 . 0, 6. 7 H z) . 3. 97 (1 
H. dd, J = 1 1 . 0. 4. 3 H z) . 4. 12 (2 

H. m ) % 4. 49 (1H. m) , 4. 62 (1H, m 
) , 4. 81 (1H, m) , 6. 5 6 ( 1 H, t. J = 
7. 3Hz), 6. 98 (1H. t, J = 7. 3Hz) 

, 7. 18 (2 H, t, J = 7. 9Hz). 7. 2 5 ( 
2 H. overlapped) ,7. 61 (2H. b r ) „ Mfi&ffl 
2 7 N-Z7 zl—JLT ;y ftjUTK — JU- L--t?'J;U- L 
-PW»>JU- L -7^-> (Ph-NHCQ-SLA) 

com 13 mmm2 er*^^titzN~y ^-)ir ^ y ftju 
t^-;u- L--tr 'J ;u- l -n-f v;u- l-t^ — >x^ 

JUXfJl (5 0mg) ^y^y— (1ml) ^ 7jC ( 
O. 2 5m I ) <DE£»«I=*#U zKltltM^A ■ 
1*fP* (2 0mg) £aD*.T^;&T?4. SBSPpIS&S 

■a-fco aita*B»x^;ui: i n-hc i T?«y#w\ 
-tr y;u— L-a-f *>;u- l-75 — > (Ph-NHCO 

-SLA) ^33mg^f; 9 FD-MS (m/z) : 
409 (MH1 'H-NMR (6 % CDC I 3) :0 
. 9 0-0. 9 5 (6H, m) , 1. 22 (3H. t, 
J = 7 . OHz). 1. 4 0 ( 3 H , m). 1. 5 5- 

I. 75 (3H, m) % 3. 70 (1H, m) „ 3 . 9 
2 (1H, m) , 4. 3 5-4. 4 5 (3 H, m) , 4 
. 62 (1 H, m), 7. 0 (1 H, brt. J=7. 
3Hz),7. 2 8 (2 H. m) , 7 . 36 (2H, b 
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r d. J = 8 . 5Hz) 9 SMLi N-7x 

TSy^J^.JU-L-b'J^-L-P ^ ->;i L -□ 

^ v>Xfj|/XXf : fPh-NHCO-SLL-O 
E t ) (7)1!I£I 8US«5±ej«fC % Fmoc-L-PY 
is >C0 O INf- W a n g U V > (600mg) t> 1 39 
. 2mgON-7i ^ / Jl JUtK^JU - L - i? 'J 

-L-P^vil/-L-a^fy> (Ph-NHCO-SL 
L) ^ff;o 5 1. 3mg(0N-7i-^7S 

y ^;utKz:^- L--t?'J ju-L-p-f v;u- L-P-f v 

> (Ph-NHCO-SLL) $1. Oml^Sl^ 
□ 7hy77^-t*8liL, 20. 6mg(DN-7i- 

jurs y *;u+;-;u- l --tz *J)V- L-a-f *>ju- L- 
y>xf;nxt Jl/ (P h - N H CO - S L L - o 
Et) ^fffco FD-MS (m/z) : 4 7 9 (MH 
♦) o 'H-NMR <5, CD3OD) : O. 93 (1 
2 H. m). 1. 2 5 (3H, t . J = 7 . 3Hz) , 
1. 5 8-1. 7 2 C6H. m) „ 3. 72 (1H, d 
d. J=10. 4, 6. 1Hz), 3. 86 (1H, d 
d, J = 10. 4, 5. 5Hz) , 4. 14 (2H, m 
) , 4. 37 (1H, dd, J = 6. 1. 5. 5Hz) 
„ 4. 40 (1H. dd, J=9. 8, 5. 5Hz) , 
4. 48 (1H, dd. J = 10. 4. 4. 3Hz) „ 
6. 97 (1H, t. J=7. 3Hz), 7. 24 (2 

H, dd. J = 8. 5, 7. 3Hz), 7. 36 (2H 
, d. J — 8 . 5 H z) 0 SMill zl-JUT 
S J ii JU7i-C-;U- L -X U^--JU- L -X U^--jU- L 
-D^v^x^xXfJL : (Ph-NHCO-TTL 

-oEt) <z>mm ^mm28tmm\z % Fmoc-L 

— p -f v><DOl*fcWa ngUvV (600mg) rtr ?> 
1 38. 5mg0N-7x-;i/7 5/*^7K-^-L- 
XL/t3-L-XUt-il'-L-P^v> (Ph-N 
HCO-TTL) *»fco 29. 5mg(0N- 

^ x ^;ut s;* ju#— iu — l - x - l -x u 

L-P-f v> (Ph-NHCO-TTL) $1 

. om i <z>i&^x* s-)vm&\zmML* o°cv2mm 

«#Lfco SIJEW2 8JtH«(C«aaiL. 10. 2mg(Z> 

n-7i -;ut s y * l -x u^-— l - 

X Ut-Jl'- L - P>f v>Xf JH^f ^ : (Ph-N 
HCO-TTL-OE t) *»fc„ FD-MS (m/ 
z) : 481 (MH*) o 1 H — N M R ( <S , C D3O 
D) : 0. 89 (6H. m) , 1. 25 (9H, m) „ 

I. 5 9-1. 6 6 (3 H. m) , 4. 15 (2H, m 
) , 4. 25 (2H. m) , 4. 30 (1H, d. J = 
3. 7Hz), 4. 36 (1H. d, J = 4. 3Hz) 

, 4. 43 (1H. m) . 6. 94 (1H, t. J = 7 
. 3Hz), 7. 24 (2H. dd. J = 8. 6, 7. 
3Hz) , 7. 38 (2H, d. J =8. 6Hz) oS 
1 Xf&mtzteft&PT P-BAS(DM t HXi 
i»HT-2 9 (ATCC HTB-38) . Wi 
Dr (ATCC CCL-218). DLD-1 (AT 
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CC CCL-221) , LS-180 (ATCC C 
L-187). LS-1 74T (ATCC CL-18 
8) , COLO205 (ATCC CCL-222). 
LoVo (ATCC CCL-229). SW4 8 O ( 
ATCC CCL-2 2 8) «fc l J Ouick PrepTHJflicro m 
RNA Purification Kit ( ~? 7)^ v7/W itn- W tt) 

|c, c (Dm RNAcfc l J, SuperScr iptTkPreampI if icat io 
n System for First Strand cONA Synthesis (Life Tec 
hnologies *i) &mi*tz R T - P C Ri£U: <fc l J c D N A ^ 
BSSlLfco Cfl)cDNA$ffil*tPCRai:J:yPTP 
-BAS<0*aSB^fc. tSh^ 12. 5ng//i 

ij^bO. 7 8 n I fClfiSS Ufc c D N A 4a I 

PTP-BAS^1W^7^7- (5' prime 

r : 5' -GAAT ACGAGTGTC AGACATG 
G - 3 ' % 3* primer: 5 ' — AGGTCTGC 
AG AG AAGCA AG AAT AC-3' ) lOfiM^ 

P C R&J£& (Recombinant Taq DNA Polymerase. 
TaKaRa Taq, SSattt) 2 1 u I can*. 3 5^^;i 
T-P CRSSttLfeo P CRfi£*tt)2 5 0 I Jlfv 
•)A^07-f K (O. 3/ig/ml) **t % T*a— X 
yju (2%) *T?BS*»U SUSWSBlWTT^KaiB 
Lfc. PTP-BAS Zf=y^^—\zXh 6 O 7 b p CD 

pcR&i£j£»<^£n^tei3fc^T, ptp-b 

AS*<#fflLTL*-g>i:¥i]ftLfc. «lc^"T tfcU, 8 1* 
c£ 5 P T P-B A $0)$tmtfmi!hh1Xtzo 

mim ^Bg»cfetfaPTP"BAS<DfKB 



HT-29 + 

WiDr + 

DLD-1 + 

LS-180 + 

LS-174T - 
COLO205 

LoVo + 

SW4 8 0 - 



mmm 3 o wi/tf hp-g<p f a s^ptp-baso 

fe^jj G lutathione S— transfe 
r a s eiFa s t \Z , ^^-pGEX- 
2T (77iRv7tt) CFas (Ito ffe, 1991^, Jjtj 

a) 075^81 91-335^3- K-r&ite?^ 
Fa sM&m&iz* xmrnx-mmzntzG s t - f a s 

(7S/K1 9 1 -3 3 5) iillal^ i G I u t a t h 



Fused protein of Working Example 30 Fas with in-vitro and 
binding inhibition ofPTP-BAS Outathione S - transferase 
and Fas, it connected thegene which arrino acid 191 - 335 of 
Fas (Ito other things, 1991 and earlier description) code is 
done to vector pGEX - 2T(PharrrHcia) jevealed with E. coli 
and iranufactured With Qu tathione Sepharose 
4B(Pharrnacia) incubation doing GST - Fas(anino acid 191 - 
335) fused protein which is revealed with the E. coli it produced 
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ione Sepharose4B (7 7^ , >7tt) 
t&iZj >^ra^- V3 >LTfE&Lfc„ PTP-BA 
S V 2 ??* > h 1 ilfe^te. PTP-BAS (Haekawa 
ft. MaE) 0>F a s £<De*««**t;«* 
1 279-1883) ^3- Kf &iHn-?-£B lues 
cript pSK— II (Stratagene^t) 
l:O^L^SL/:o [35S] PTP-BAS77^ 

> K 1 I*. PTP-BAS77?>>M ige^t© T N 
T Reticulocyte Lysate Sys 
tem(Promegalt) £ffll*fc-f> bf h a h ^> 
XU-V3>CJ: yBKLfc. Fa s^PTP-BA 

OmM Tris-HCI (pH8. O), 5mM E 
D T A, 1 5 OmM N a C I , O. 1% NP-40, 
^Df7- tf-T >t \f$— t Lt 1 mM PMSF, 5 
0(i g/ml Leupeptin, 1mM Benz 
amidine, 7 ti g, /m I Pepstatin) 
50/i I *l=HfflftLfeGST-Fa s (2~6tfM) 
SfettSWbLt^ftl^G S T - F a s (2~6tfM) 
, ttttftS* fccfctf [35S].PTP-BAS77^>> 
h1^;^L, 4tT?1 2-16BIS-f>*aK-i/g 
>L^ 0 EttHtLfcG S T- F a s*ffll*fc**. 
&S£'f>i£fElwcfc y Glutathione Sepha 
rose 4B*a#L, SDS^>^/\^;77~f: 
BaLTSDS#'J7^ y;UTS K^JUBSisMftSfro 
f; 0 >fJU£ft«SL t-h^vt^^Jt^ GST 
-Fas \Zi£<£>L,X^tz S] PTP-BAS77? 

> > h 1 <d/<> K<oaa«fc yt^MCcfc^ f a s t p 

T P-B AS<DIS£Rfl«*ai2Lfc. @*HbLTl*ftL* 
GS T- F a s «m*fc*£fc\ 'f^a^-vaVl 
Glutathione Sepharose 4B^ 
»DiL* S6l=4°CTf 1 ^P^-f > + a- / <— % >3 VL, GS 
T-Fas - [35S] PTP-BAS77^>H* 
catei: Glutathione Sepharose 

4B»^*tit. ai6»ff(-«fcy G I u t a t h i 

one Sepharose 4 B $25fc?fc Lfcfei: ?SW 
— "C [ 35 S] PTP-BAS77y/>HO»Watt 



GST -Fas fused protein which irrmobilization is done. 
Connecting gene which region (amino acid 1279 - 1 883) which 
includes binding domain of theFas of P TP - BA S (Maekawa 
other things, earlier description) code is done to Bluescript pSK - 
II ( Stratagene corporation) it producedthe PTP-BAS 
fragment 1 gene. It manufactured [ 35S ] P TP - BA S fragment 
1 , with in- vitro translation which uses TNT Reticulocyte 
Lysate system ( Promega corporation)of P TP - BA S 
fragment 1 gene. It experimented Fas and P TP - BA S binding 
inhibition with method below. GST - Fas(2 to 6 M) or 
inrnobilization which irnmobilization is done it nixed GST - 
Fas(2 to 6 M), the detected substance , and [ 35S ] P TP - BA 
S fragment 1 which have not been done in reaction solution 
(AsSOmM Tris-Ha(pH8.0),5mM EDTA,150irMNaG, 
0.1% NP - 40, protease inhibitor 1 mM PMSF ,50 g/rd 
Leupeptin, 1 mM Benzarridine,7 gfai Pepstatin)50 1, 
12tol6hoursiiK^tiondidwith4°C When GST - Fas 
which irnmobilization is done is used, after reacting youwashed 
Glutathione Sepharose 4B with centrifugation , suspension 
did in SDS sample buffer anddid SDS rx^lyacryiarri de-gel 
electrophoresis . gel after drying, autoradiograph was taken, 
from 1 i grit and shade ofthe band of[35S]PTP-BAS 
fragment 1 which has been connected to GST - Fas thebinding 
inhibition of Fas and P TP - BA S was measured with detected 
substance. Case GST - Fas which immobilization has not been 
done is used, furthermorethe 1 hour incubation it did with 4 °C 
including Glutathione Sepharose 4B after incubation, 
connected GST - Fas - [35S]P TP - BA S fragment 1 composite 
and Glutathione Sepharose 4B. radioactivity of [ 35S ] P 
TP - BA S fragment 1 was measured with liquid scintillation 
counter after washingthe Glu tathione Sepharose 4B, with 
centrifugation including liquid scintillator. It designated those 
which do not add GST -Fas in reaction mixture as theblank 
value, deducted from measured value, radioactivity under 
detected substance existing for radioactivity of control (Under 
of detected substance absence)was sought, binding inhibition 
curve was drawn, concentration of detected substance 
whichconnection 50 % inhibition is done was designated as IC50. 
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m2m. ^>b'hn T'OFas t PTP-BAS<Dfg£BEg 



FSH£(IC 50 ) 





SLV 


25 OtfM 




Ac -RNE I QSLV 


23/iM 




Ac-QSLV 


102/aM 




A c-SLV 


4 7 




Ph-NHCO-SLV 


9 xzM 




Cyh-NHCO-SLV 


3 8^M 


Ph 


-NHCO-SLV-OMe 


> 1 0 0 0 £tM* 


Cyh 


-NHCO-SLV-OMe 


> 1 0 0 0 **M* * 




A c-SEV 


5 0 OfiM 




Ac-TLV 


62 uM 




*lmMlf4 OWfi^, 


** lmMT2 096fflSf 



f**W >tf hQT*F a s<tPT P - B A S <D$g££ R§§ 

<n»a/<^h Mz^jMag (?-<P1) PTP-BAS 

tfDLD-1«6Sl^fc B 9 6^H^U-h (Nu 
nctt) 2XlO4f0)HT-29ijiStL< 
IJDLD-1 $fflll&£ 1 0 O u I (OjS3IA (1 0%F C S 
mRPM I 1 640>f-fW, B#»K«) 
2 41$ EL 37t, 5%«»^ft#T-eJ8*L. 
Jg(7>fiiFa sfiif* (CH-1 1, MBLt) * L < lift 
(□ > hD— ;u) 1 o ^ l . i3<fctf 1 OmMfziiaaa 

LfcFastPTP-BASi^Blfffl (Ph-N 
HCO — S LV-OMe 0)2* 1 mM) & L < 12-^(0 iStt 

^Lfco J8»-h»S»4«, W»Lfc*Bflil 
£S£l**T?»[a]»#U ±IB**S9 0fl lirMTT 
S (^5aW»-tv3tJI/tt) 10*/l£ao*_* 
4B*iaJ8*Lfc. 100// 10)0. 04N HCI^t 

|=<fcy 5 7 O nm©IR#g*USLfco 3>h 
p-;u (CH-1 1 3M¥<ETT?*«Lfc&#> 



With above-mentioned result, peptide and peptide derivative 
of this inventionbeing in-vitro, connection of Fas and P TP - 
BA S was shown isobstructed densely, human carcinoma of the 
colon HT - 29 cell and DLD - 1 cell where revelation of 
Working Example 3 1 With various peptide of cell death to 
carcinoma of the colon strain induction ( 1) PTP-BAS 
isverified were used Making use of 96-hole flat bottom plate 
(Nunc corporation), 2 X 104 in culture fluid (RPM1640 
medium which includes 10 % FCS, Nissui Pharrraceutical Co. 
corporation) of 100 1 itcultured HT - 29 cell or DLD - 1 cell 
under 2 4 hours , 37 °C and the5 % carbon dioxide gas 
condition, anti- Fas antibody of each concentration (CH - 11, 
MB L corporation) or binding inhibitor of culture fluid ( 
control) 10 1 , and Fas and PTP-BAS which are 
rnarnifacruredin 10rnM(Qnly Ph-N HCO- SLV-OMe 1 mM 
) or it added solvent ( control) 10 1 and furthermore 2 0 
hour cultured culture supernatant after removing, several 
times you washed cellwhich deposits with phosphate buffered 
saline, 4 hours you cultured including thearx>ve-n^ntioned 
culture fluid 90 1 and MIT liquid ( Kerri Kong international 
corporation) 10 1. After adding isopropanol which includes 0. 
04N HQ of 100 1, thieabsorbance of 570 nm was measured 
due to rricroplate reader . When culturing under CH - 11 
existing for absorbance of controI(It cultured under CH - 1 1 
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absence time), it sought ahsorbance, indicated with percent 
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With above-mentioned result, it raised sensitivity of cancer eel 
l thepeptide derivative of this invention for anti- Fas antibody, 
cell death it is induced wasshown densely in cancer cell. Making 
use of method of Working Example 32 With 15 amino acid 
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Kl3j;&F a s/P T P-B AS$S£Pl8£##>fco 
tzL. Zt^Xtmit* P T P-BAS i:^a L^t^ui 
li^btlTL^GST-Fas (75^8191-32 
0) £S3l*fc£#<Z>{il£: Ltzo LT, thP 

roadrenomedul I in N — Termin 
at 2 0 Peptide (hPAMP) (IE*U : A 
R L D V A S E F R KKWN KWA L S R- N H 2 ) £JB 
l^tz* i 1 C F a s0C^1 57 = /^^ KfC 
ehPCOFas/PT P - B A S«*&RSS** 

;*S14*<il5l x Ci:^^LTl^o Fas(0C^15r5 
J Wl* ^ K (Ac-DSENSNFRNE iqslv 
) I*. >f>t>P(DFas/PTP-BASit^IS 
ttfFWfcRISLfc. tttt«fiB«)h P AMPli, 1mMC 
*Sl*T* F a s/P T P-B AS RiSLft 
^ofco gftftfrl 3 3 K^Kffi-S^ Fa s/PTP- 

Fasfl)C*B^6l. 2, 3. 4, 5, 6, 7. 8. 

1 5 floors N3fc3S*r-fe*MbL 

f;^^K<»Fas/PT P - B A S R&8S11 * * 
£>f Zo m 213 Fa s/PTP-BAS "o lefc cfcfS 

^v^iw^-rtfey . 1 5~6«<or 

K<DF a s/PT P-B ASlS^E§S5Sttli0fiK"C* 
.ofc. 5-3i(D7^/i^^f Kl*. 10. 100// 
M(z£l*T 1 5-6ia)75^i^^f KAHFas 
/ P T P - B A SM^Bif SttliS^ofc, 2M75 
1I(D7 5/^^f KfiFas/PTP-BA 

S*S^*l5i:A/i:EB8Lfc)&*ofc. C*tfcO)**J^£, 
F a s/P T P-B ASO0$g^P18(CliS3S3{S(Dr S 

K (Ac-SLV) *<f&^T*&&£#*£>;rL 
fco 3 4 MJ^tP KX^-vr^^CJ:^^ > 

A c - S LV(Df^f*l07 5yi^0 
\zW$&?L+ X**- > ^ Lfc h K<D-f >tf h 

DF a s/PT P-BAS«£K18Stt£«»Lfco 
@3(C 1 mMCO^^^ KftftT. EUKO. 1 mM^^ 
^ KSttTlCfert* Fa s/PTP-BA S&£l!§8$ 
ijtto *fc. S5IZA c -S L Vk A c -T L V£> F a 
s/PTP-BAS te^fi§8<D«Ktt#ttftlB*^r * 

1 mMtO^^f KftftTKfcL^C. TliS <t^H££>& 
L^ffi8IStt**Lfc. ^3 (**) l:^tifc l J, L<0 

r 5 /iilSLtt L £EgK<D3*l*BBSStt£^L 
fc. IS3 (=&) (Z^firfcy, V<Dtt«tt, I A<3£^Pi 

85Stt*»oTi*fcA<* *-<D{fc<&r s/»f::«t*Lfcfc 

<DI*«L"CISi:A/iflffl8Stt*^Sft^ofco S4K7F 
Lfc«fc?U* L ^X^A-->^Lf;0. ImM^^f K 

Lfctfey* Fas/PTP-BAS^RlS<0^g«c 
?Fl£fttgl2* SlSl^i:jett<3!)tt«A<»^tirL^Ci:A^ 



peptide Fas^P TP - BA S binding inhibition Working 
Example 30, Fas/P TP - BA S binding inhibition was soughrwith 
C-teminal 1 5 amino acid peptide of Fas. However, blank 
value, when with P TP - BA S it does not connect using theGST - 
Fas(amino acid 191 - 320) which is known densely, made value. 
As negative control, human Pro adrenornedullin N - terminal 
20 Pepti de (hPAMPa) ( Airangerrent: ARLD VA SEFRK KW 
NKWALSR-NH2) was used In Figure 1 Fas/P TP - BA S 
binding inhibition of in- vitro is shown with C4enrinal 1 5 
arrino acid peptide oftheFas. Extent and inhibitory activity 
where band of autoradiograph becomes thin arehigh, it has 
shown densely. C-teminal 15 arrino acid peptide (Ac - 
DSENSNFRNEI QSLV) of Fas obstructed FasT 5 TP - BA S 
connection of in- vitro inthe concentration dependent. hPA 
MPa of negative control did not obstruct connection of Fas/P 
TP - BA Scompletely regarding 1 rrM Making use of method 
of Working Example 33 peptide chain length and 
relationship ofFasT TP - BA S binding inhibition Working 
Example 32, 1,2,3,4,5,6,7,8,15 itconsists of arrino acid residue 
fromCMerrrinal of Fas, Fas/P TP - BA S binding inhibition of 
thepeptide which N terminal acetyiation is done was sought. 
Influence of C-tenrinal peptide of Fas where length which is 
caused tothe connection of Fas/P TP - BA S in Figure 2 differs 
is shown As shown in graph, Fas/P TP - BA S binding 
inhibition of arrino acid chain length peptide of 1 5 to 6 was 
thesame extent. As for arrino acid peptide of 5 to 3, as for 
Fas/P TP - BA S binding inhibition it was weak incomparison 
with amino acid peptide of 15 to 6 in 10,100 M amino acid 
of 2, arrino acid peptide of 1 did not obstruct FasT TP - BA 
Sconnection for most part. It was thought that from these 
results, amino acid peptide (Ac - SLV) of shortest 3 isnecessary 
in binding inhibition of Fas^P TP - BA S. In accordance with 
method of Working Example 34 With tri peptide scanning 
change of in-vitro binding inhibitory activity Working 
Example 32, respectivearrino acid of Ac - SLV was replaced to 
other L - arrino acid, in-vitro Fas/P TP - BA S binding 
inhibition of thetri peptide which scanning is done was 
examined In Figure 3 under peptide existing of 1 mM, Fas^P 
TP - BA S binding inhibition in underO. 1 mM peptide existing in 
Figure 4 is shown In addition, cxHicentration dependency curve 
of Fas/P IP - BA S binding inhibition of Ac - SLV and Ac - TLV 
isshownin Figure 5. As shown in Figure3 (£),Tshowed 
inhibitory activity where Sand same extent are strong in under 
peptide existing of 1 mM wrrichthe scanning is done vis-a-vis S. 
As shown in Figure 3 (center), position of L all arrino acid 
substitutingfor most part in under 1 rrM peptide existing, 
showed inhibitory activity where theL and same extent are 
strong. As shown in Figure 3 (^), position of V had 
inhibitory activity wherethe I is strong, but those which are 
substituted in otherarrino acid did not show inhibitory activity 
generally for most part. As shown in Figure 4, under 0. 1 mM 
peptide existing which L scanrringis done, R was strength of L 
and same extent. As shown in Figure 5, as for concentration 
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Ac — SLVirAc— TLVirteFa s/PTP- 

BAS<De6SHifii:Ift*-tW^fe. -ti 
bi3, 4&t;5<D^mct y, A c-S L V<DS<0{Sg 

>>, «(zL*fcl*R^, v<Dttfiliv*fctt I * 
*L-f4t-f >t* KPT'CDF a s/P TP-BASO^P5 
glzm^T-fc&CtJ&^^o*:. 3 5 Dff, N 

200^i£l=ttl^ lmM0Ac-SLV(DD|*, N/^ 
JH*\ iTC^-Ot'hPFas/PTP-BAS^ 
RSSStt*«»Lfco N**M** JIte 

1 mM(D^^f KSttT-Cfxofc. Ac-SLV0S^ 

(d) sfcM&L-c »< ttftfttoxoiassttttfit 

a SJM13 2<D#aKffil\ Ac-SLV(DN^ 
Ifctfc O -fVthPFas/PTP-BAS *£#R1§;£1£ 
J^MLfco 0 7 I=N?fcfettf=<J:&*f > tf bP$££R§ 
^;*Sti^^t- 0 (N*2ffi<DtefSli, GAtfT-fe^iU, ^ 

-f h\ erafttfSMMTefcft) s LVO)N*SMMIIi#l* 

-f >e hP<©e^Rasstts±»*ii-feo commit. 

IMSffO-Ofc? hPFas/PTP-BA S*£^P.B§;£ 

NHCO-SLV-OMe. Cyh-NHCO-SLV 
-OMoli, A c-S L V«fcy *5£ttl4a< ftfcfcO© 

A c - S L Vfl)7^P^Vi^V3>aai^ 
&j*^<P«lJlft3E<Pag 113 5mmfl)^7Xf^ *y ^ 

^-l/tl^-f ^p^ 'J v K*/<-X'J (<trP>r 

2m I (DtHSifc (1 0%FCS$t$;RPM I 1 6 4 0 
y^-f^A, B#§HIM±) £0!l*T4 x 1 O^t 
■«*BBDLD-1$2 4m 3 7t % 5%«K#;* 

, ifccfcl/tf^Xfcf (7iAhf*;^ x ^ K > K 

KfCOfttt-eK-PBSttO. 0 1 mMlzUiSLTc A c 
-SLVtL<li3> hP— JU£ LtK-PBSO^^ 
-t4i-P*t2 OaSh& 3 0<i<D«Jftlc5tALfcp &£>\ ftF 

a stti* (ch-1 1 ) asuMS-ci*, -7-r^p-r >V 

va >H|tIfC 1 0 0 n g/m KDCH-1 1$*/ + 
SftfcA c- S L VA<giF a s tafcd&f £*S$fflflS<D& 



dependency curve of Fas/P TP - BA S binding inhibition, from 
factthat curve of almost same shape is drawn, Ac - SLV and 
theAc - TLV obstructs connection of FasT TP - BA S 
understood densely in thesame extent. From result of these 
Figure 3 , 4 and 5 , as for posi ti on of S of Ac - SLVthe S or T, as 
for position of L L - anino acid or thegjycine , especially L or 
R, as for position of Vthe V or I, are important in binding 
inhibition of Fas/P TP - BA S withthe respective in-vitro, 
understood densely. In accordance with method of Working 
Example 35 in-vitro binding inhibitory activity of D isomer , 
N methyl compound and reduction product Working 
Example 32, D isomer ofthe Ac - SLV of 1 mM, in-vitro FasT* 
TP - BA S binding inhibition of N methyl compound and 
reduction product wasexarrirted in-vitro binding inhibitory 
activity of D isomer , N methyl compound and reduction 
product is shown in Figure 6. It did these experiments, under 
peptide existing of 1 rrM Substituting S of Ac - SLV in (D) S, 
you kept theinhibitory activity weakly. N methyl compound 
and reduction product, in comparison with Ac - SLV as for 
inhibitory activityweakly, you kept activity. In accordance 
with method of Working Example 36 With N teminal 
decoration rise of in-vitro binding inhibitory activity Working 
Example 32, in-vitro Fas/P TP - BA S binding inhibition ofthe 
N terminal decoration body of Ac - SLV was examined In 
Figure 7 in-vitro binding inhibitory activity is shown with N 
terminal decoratioa N terminal decoration body of (As for 
decoration of N terminal, white circle acetyl and black 
triangle thephenyl ureido and white triangle cyclohexyl ureido 
and white square are non- decoration. ) SLV rose binding 
inhibition of in-vitro. sequence was phenyl ureido body > 
cyclohexyl ureido body > acetyl isomer. In accordance with 
method of Working Example 37 Influence of C terminal 
decoration to in-vitro binding inhibitory activity Working 
Example 32, in-vitro Fas/P TP - BA S binding inhibition ofthe 
C-terninal decoration body was examined result was shown in 
Figure 8. As for Ph - N HC O - SLV - OMe ,Cyh - N HC O - 
SLV - OMe of 1 mM, in comparison with Ac - SLV as for 
theactivity weakly, in-vitro birriing inhibitory activity was 
kept, micro grid cover slip (*tr o Kjp7, Eppendorf 
corporation) was locked in plastic petri dish of Working 
Example 3 8 With rricroinjection of Ac - SLV induction of 
cell death to carcinoma of the colon strain diameter 35 mm, 
in thispetri dish 4x1 05 human carcinoma of the colon cell DID - 
1 was cultured under condition of 2 4 hours ,the 37 °C and 5 % 
carbon dioxide gas making use of culture fluid (RPMI 1 640 
medium which includes 10 % FCS, Nissui Pharmaceutical Co. 
corporation) of 2 ml. In cell which it glues to micro grid cover 
slip, only K- PBS therespective 2 0 to 3 0 filled to cell as Ac - 
SLV or control whichwith condition of casting pressure 50 hPa 
and injection time 0. 1 second in K- PBS aiemarrufacturedinO. 
01 mM micro "7 — ^ tf o- rater ( Eppendorf corporation) , 
micro injector ( Eppendorf corporation),and making use of 
glass needle {p * A jp7chip , Eppendorf corporation) . 
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0 $i«3 9 *Ba«tt^tf>«iBa^a)»»^^y K(~£ 
(*CP2) 3 1<D oTt h*i£ 

fZ^-T^F a s/P T P-B ASte^RlS 

»*n*rae7 2B$@£ l, ^io-r^> f a s /p t 

P-BASedR§S0)SS£2. 5mM^b 1 OmMt 

ufc, 7-f ^ □ ^ iy- h y - y 5 7 O n mO« 

H 1 Ol:*ttfe l J, Cyh- NHCO- SLV- O 
Me, Cyh- NHCO- SLV- OEt, Ph- NH 
CO- SLV- OMe, Ph- NHCO- SLV- OE 
t A<tSF a stSit(=»t"4*«lill!S<Z)«SttSK«!), AM 

aa«tt^<Piaiift y.<p»«^^»Ki=J=&Kg (*<P3) 
nsg^3 1 (D^i:ttott h*mmo ld- 1 ma 

-f&Ph- NHCO- SLV- OE t attflSSERttttffl 
^H^fc. fc*£L«iUSSB#IH*7 2B#RH<h Lfco *fci£ 
aQ-f'&Ph- NHCO- SLV- OEt(DS§[j2. 5 
mMfcLfc. fitFa sftt* (CH-1 1) t L < 
aEfe«fctfPh- NHCO- SLV- O E t * L < I* *0 

Lfco HI 1 iCgc-rtfcy. Ph- NHCO- SLV 
- OE tliCH-1 1 #^Tt\ D LD - 1 f=SKV4tt 
jfe$E SK«Lfco ^fifrfrl4 1 SLV 

ha*3E«*0)flF«l4A k e a s uO)^j£fc^ 
i:tfiof; (Ake a s u, J. Pharma. Pha 
rmacol. 4 671 v. 1 9 52^) 0 t 

*M«E#T®«fc y i»»(=sft*"cos»s«*ji» y as 

Lt, Tyrode-Hepes ^S%4> IwJl L fc „ + 

T5rtK<Di«tt^ffli»*iayi»^fc*, n^z-ontz^ 

ttLfco tt<D»«<Dtt#*/\*5*«yBfl£**£L, 
3 7°C, C0 2 5%, 0 2 9 5%fl)^T0Magn 

u ssawic^iLfc., v i ptzmmmzT&**Ltz 

p Ph-NHCO-SLV-OEt 4^f<0StMl4l 5# 

^ItTf&M&^^T-e V I P*S#Lfc„ 

it Sftmt L, *<DIHT yrode-Hepe s&T*2 

-3[p]^?f$f7^f;o n 2iza«-rt*jy, V I Pf* 
i o-8M<fc yaKtt# 1*3 x 1 
o-6-c**SJE&*^Lfc. t hv i pu-tr:**— ©c* 
iffiffi^'J— S - L - V titz^J* KR*<*T* 

fe§Ph-NHCO-SLV-OEtliV I P{Zcfc<g>m 
• ^TUBOOafeaS^B* 1 X 1 0-7M- 1 X 1 

ht*SSk*#lt«mhl, 1 x 1 o- 5 M*a±i?Mft 

SDfM»«*3FLfc. HI 3. 1 AlZTfi-fbtW 

, CSfc^CDV^A^LIcMftLfc^^ KK«#P h - 
NHCO-SLA-OEt (113) , Ph-NHCO 
-SLL-OEt (H 1 4) 141 X 1 0' 7 M~ 1 X 1 O 
^MC0^gt*V I PK*ft»«£Jfc**r«McW*]Lfc 

o *fc* hi sic^-rifcy, «j»wc:*y&*i*4 



Furthermore , with anti- Fas antibody (CH- 11) treated cell, 
CH- 11 of 100 ngfai was added to petrictishir^^ 
rricroinjection. photographing it did after 3 hours of 
microinjection. As shown in Figure 9, it raised sensitivity of 
cancer cell Ac- SLVwhich was filled inside cancer cell for anti- 
Fas antibody, cell death it isinduced was shown densely in 
cancer cell. Following to method of Working Example 39 
With various peptide of cell death to carcinoma of the colon 
strain induction (2) Working Example 3 1 , you inspected 
thecell death induction of Fas/P TP-BAS binding inhibitor for 
human carcinoma of the colon DLD - 1 . However with test of 
part preculture time was designated as 7 2 hours, inaddition, 
concentration of Fas/P TP-BAS binding inhibition which is 
added was designated as the 10 mM from2.5 rriVL It measured 
absorbance of 570 nmdue to microplate reader , it made 
indicatorof living cell number with value. As shown in Figure 
10, it raised sensitivity of cancer cell Cyh- NHCO- SLV- OMe , 
theCy^ NHCO- SLV- OEt, Ph-NHCO- SLV- OMe and Ph- 
NHCO- SLV- OEt for anti- Fas antibody, cell death it isinduced 
was shown densely in cancer cell. Following to method of 
Working Example 40 With various peptide of cell death to 
carcinoma of the colon strain induction (3) Working 
Example 3 1 , you inspected thecell death induction of Ph- N HC 
O- SLV- OEt for human carcinoma of the colon DLD - 1. 
However preculture time was designated as 7 2 hours. In 
addition concentration of Ph- N HC O- SLV- OEt which is added 
was designated asthe 2.5 mM It added anti- Fas antibody (CH- 
1 1) or culture fluid and Ph- N HC O- SLV- OEt or solvent,afler 
2 0 hour, photographing did under inversion microscope. As 
shown in Figure 11, Ph- N HC O- SLV- OEt under CH -11 
existing, induced themarked cell death (apoptosis) in DLD - 1. 
It produced Working Example 41 With SLV derivative 
control of VIP induction bronchoconstriction ( 1 ) Cavia 
(guinea pig) bronchium preparation according to method of Ak 
asu,(Ak asuj. Pharma Pharmacol . Vol.4 ,671 page ,1952 
year), incision it did neck part and muscle of Cavia (guinea pig) 
alon^ide therridline, from oral epiglottis cartilage bottom end 
until thoracic removing neck part tracheurn, itsoaked in Tyro 
de - Hepes nutrition liquid System, after removing uriiriforrned 
characteristic connective tissue of theouter mernbrane on that, 
while cartilage was attached it designated filter paperwhich in 
fully is soaked with nutrition liquid as ring of width 2 to 3 
rrninside petri dish, respective 3 , connected mutually. It cut 
open cartilage of anti- side of muscle with scissors and rnadethe 
preparation, hung inside Magnus equipment under condition of 
37°C,theCQ2 5 % and Q2 95%. VIP prescribed with 
cumulative method Ph - N HC O - SLV - OEt or other drug 
before 15 rrinailerdealir^vvithprescri 
interval of experiment made 5 rrin, washed 2 to thrice with 
Tyro de - Hepes liquid atthat time. As shown in Figure 12, 
VIP tracheurn smooth muscle from 10-8M relaxing inthe 
concentration dependent, showed n^ximum reaction with 3X10- 
6. Ph-NHCO -SLV -OEt which is a peptide derivative which 
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-NHCO-SLV-OHIiVI P CD if ffl 

P =r is J — JltS^ft^^flZft^ttDSfl Isoproter 
enol ( I s o) I* B 2 -7 KU±V*V<7 [s*7$-\Z 

— ©c*S8iEW-s-L- L^atlc^fiEitifc^^ K 

^i^T^I»Ph-NHCO-SLL-OEtliI so 
lZ«fc5ft«¥»tt<D»tt££*1 X 1 0" 7 M~1 X 1 O 

-4M<DttH-eaKr-ftSLrw«JL, ixi o-^Miai 

■CH*ft»P*J»«*^Lfc. 017. 1 8IZ^ 

j$Ph-NHCO-SLA-OEt (Si 7) . Ph- 
NHCO-SLV-OEt (Hi 8) I* 1 X 1 0"*M~ 

1 X 1 O^MOmmtV I P(Zj:«a!l|iS*E**3f AM= 
WMLfc. fflfiJHAJ. T T Li«M*fc«fc& I 
gfflUftl*! C a IS tJ v^CPKDfrl IL-8l/t^-OB 

- 8 u-b^*— o>iie^**«giLTi^aiJ!S»tWA 

Lfc. HEK2 9 3Ml:h I L — 8 B 

receptor (h I L-8BR) OcDNA^pE 
F n e o^l^iAL, hlL-8 BRrt<£Si^&3E 

■r£«uft*»fc. z&mffeith i l- 8 $is^-r^i:$s 

jfefl C a 2*<3D^:#ft±S3Cl^a***lfc* t . pEFneo 

(D^^^ALfcsaflatt h i L-8*asjoLrt«uiartc 

$DMEM, 10%FCS, 

h7^v> (GIBCO-BRL tt§4) . G4 1 8 6 O O u g/m\ 
tpX 2 6 Oml^(D7 5X3^-eJ$#L, J£l£c o n f I 
u e n t Kfcof-*!: Z hT'^mz&Ltzo t%i^^\ L 
fc&5ml P BSTi&^L. 5yM Fur a 2 — AM (H 
E P ES b u f f e r ) \ZX 3 O *M V + a.* — va > 
Lfco PBS 5ffl|-C3fe#L, h';^>>ffla<D*8. 
SmIODHEPES buffer £2m*_Ti£'D( 1 O O O 
rpm x3min)L, _t«Sttl*fco » 6 sh-fdWUflSK: 5ml to 
5 M Fura2 — AM (HEPES buffer) 
^jDK.Stf-9-X^>i?3 >Ll'V<>fi- ^ (1. 5 
ml) \Z 1inl-5-3»aLfc. CZfZHEPES bu f f 
e r fZ38#Lfc-*>:7/Mfc*tt (1% DMSO) 
i0(1Oyl)L, 3 7°CtIf:3 0^>+a^-v3> 
Lfc. f(0ti!6(1 OOOrpm x 3min) LT±/n£f&cT 
HEPES buffer 1 ml £ flD^tf-tf-X'O V 

2 >Lfc 0 CZfCHtfH EPES b u f f e r 
Lfc"*>^Ht£ft (1 % DMSO) *SeJP(1 O /i I 
)L, 5-1 0#Sfflf=tt«L. MIlBrtC a^ilESlT 
ofco ttl^C a 2-<DS!l^fClia^^JtttC A F- 1 

0 0*ffil*fco ±IBT*U3§iLfc, «fflB«)»ai5«1inl*/h 

L*36<b3 7 < TC(C«iSLriRIS*tTofc. 3 8 0. 3 4 



is synthesized on basis of theC-teminal arrangement - S - L - V 
of human VIP receptor depending on concentration in rangeof 
1X10-7M to 1X1CMM, controled relaxing reaction of 
tracheumsrrooth muscle with VIP , showedthe marked 
supression effect with 1X10-5 M or more. As on one hand, 
shown in Figure 13 ,14, Vof C-tenrinalthe peptide derivative 
Ph-NHCO-SLA-OEt(Figure 13) and Ph - N HC O - SIX - 
OEt(Figure 14) which are substituted in A and theL with 
concentration of 1X10-7M to 1X104M controled relaxing 
reaction barely with the VIP . As shown in and Figure 15, 
peptide derivative Ph - N HC O - SLV - OH which does 
notadninister decoration of C-tcminal in order to make 
intracellular takein almost did not control relaxing reaction of 
VIP. Working Example 42 With SLL derivative control of 
isoproterenol induction bronchoccmstriction Isoproterenol(lso) 
operating 2 - adding is nadic receptor, induces 
therelaxationofbronchium In place of VIP relaxation 
supression effect of compound was ireasuredwith method which 
is similar to Working Example 41 making use of Iso. As shown 
in Figure 16, Iso tracheum smooth muscle from 10-8M 
relaxing inthe concentration dependent, showed rmximum 
reaction with 3X1 0-6. Ph-NHCO- SLL- OEt which is a 
peptide derivative which is synthesized on basis of theC- 
terninal arrangement - S - L - L of human 2 - adding U 
nadic receptor depending on theconcentration in range of 1X10- 
7M to 1X104M, controled relaxing reaction of tracheum 
smooth muscle with thelso , showed marked supression effect 
with 1X10-5 M or more. As on one hand, shown in Figure 
17 ,18, L of C-terrrinalthe peptide derivative Ph-NHCO- 
SLA - OEt(Figure 17) and Ph - N HC O - SLV - OEt(Figure 18) 
which are substituted in A and theV with concentration of 1X10- 
7M to 1X10-4M controled relaxing reaction barely with the VIP . 
In order to inspect influence of the compound of this invention 
for function of the Working Example 43 With TIL 
derivative control of IL- 8 induction intracellular Ca taking in 
IL - 8 receptor, cell line which gene of human IL - 8 receptor 
high hasbeen revealed was established Concretely, cDNA of 
hIL - 8B receptor(hIL - 8BR) was introduced in HEK293 cell 
makinguse of pEFneo, hIL - 8BR stable high acquired cell which 
isrevealed As for this cell when it is adapted, rise where 
intracellular Ca2+ islarge was observed, but, cell which introduces 
only pEFneo wasadding ML - 8, as for intracellular Ca2+ polar 
little rise only could lookat hIL - 8. cell in DMEM ,10 % FCS , 
1 % permicilin - streptomycin (CH BC O-BRL supplied), 
G4 18600 g/ni was cultured next in flask of 260 ml capacity, 
almost it was a place where it becomes confluent and it offered 
toexperiment. After absorbing culture medium, you washed 
with 5 ml PBS, 3 0 rrin incubation didwith 5 M Fura2- 
AM(HEPES buffer) . You washed with PBS 5 mi, centrifugation 
(1000 rpm X 3 rrin) you did including HEPES buffer ofthe 
rear 8.5 ml of trypsin treatment, excluded supernatant, 
suspension it made again cell which is acquiiedincluding 5 M 
Fura2 - AM(HEPES buffer) of 5 ml and at a time 1 rri aliquot 
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OnmV®&Lfct£(D5 1 Onmg3fc£S5£L. 340nm 
X*m&Lh£Z01M£* 3 8 OnmT*BELfc£S<Dffi"e 

ThlL-8 (ftft^ftW85RJ:y«A) 10 0nM£l 

lt i ftmmm&Lho ^^T^1 0% T r i t o 
n x 1 0 0£ 1 O u I SftDU ££<7>{ii<tMK-*-<0 
&3M EGT A£ 1 5 ii I JD*. fcROHl * JBU*T$ffiife 



didin ^ pincher *0 (1.5 ni ). Addition (10 1 ) it did 
sample corrpound ( 1 % DMSO) which is melted in HEPES 
buffer here^urtberrnore 3 0 nin incubation did with 37 °C 
after that cennifugation ( 1 000 rpm X 3 nin) doing, excluding 
supernatant again thesuspension it did including HEPES buffer 
1 rri. Addition (10 1 ) it did sanple compound (1 % 
DMSO) which agiin is melted in HEPES buffer herejeft in 5 - 
lOninroomterrperature, measured intracellular Ca2+. Jasco 
Corp. (DB 69- 1 1 5-0700) corporati on CAF - 1 00 was used to 
measurement of intracellular Ca2+. It rmnufactured at 
description above, while inserting broth 1 ml of the cell in 
cuvette which inserted stirrer bar of miniature, agitatingthe 
liquid terrperature-hol ding doing in 37 °Q it measured When 
excitation doing with 380,340 ran, 510 nm fluorescence was 
measured, when theexcitation doing with 340 nm, when 
excitation doing value, with the380 nm, those which are divided 
at value were made changing of therelative Ca2+. After setting 
cell broth to equipment, waiting for feet that valueof base 
settles, there is not a 10 1 cuvette making use of 
rricrosyringeadding, 1 nin extent you observed hlL - 8 (From 
inxrunity organi sm research laboratory purchase) 100 rM 
After observation ending 10% Triton X 100 10 lwas 
added, when value ofthat time furthermore after that 15 1 
adding 3M EGTA, makinguse of value absolute value of 
intracellular Ca2+ was sought with calculation, result which is 
acquired is shown in next table. 



fti^WMC* (M) 

0 



1 0 
1 0 



-8 
-7 



m4m 



2+ 



m&ftC a' T (nM) 
17 7 
15 5 
7 9 



12. 4 
5 5. 4 



*ffc£W*Ph-NHCO-TTL-OE t *«J8 



t h I l- 8 BU-b^*— <OC3fe4»E$iJ ^If 

*f>**lfcP h -N HC O-T T L-OE 1 1*. tH 
L-8 B U-b^-iHc^ h7 > KB I L 

sLv§i§tt(ov i p^jga@3:iig^(pffliftii 2 



On basis of C-terninal arrangement of human IL - 8B receptor 
Ph - N HC O - TTL - OEt which thedesign is done obstructed 
intracellular Ca2+ taking in with IL - 8 of the human IL - 8B 
receptor gene trans ^ 1 ^ Tang jp7. In place ofbroncrrium 
of Working Example 44 Control of VIP induction 
bronctoconstriction of SLV derivative (2) Cavia (guinea pig) 
with method which issimilar to Working Example 41 making 
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®\z x zwrnm^m'S. Lk 0 ph-nhco-sl 

V-OEtf1 5#HWfflH»*<D#«ET-l?V I P£8 
-^Lfco W&0)H3m\± 5#IB)£: L, ^<DT y r o d e - 
Hope s«T52-3lsl3t#«ftofc. *8***«l= 



use of rat bronchi um supressi on effect was irEasuredwith 
compound of VIP induction bronchi urn relaxation With Ph- 
NHCO-SLV-OEt before 1 5 nin after dealing with VIP 
wasprescribed under existing, interval of experiment made 5 
nin, washed 2 to thrice with Tyro de - Hepes liquid result is 
shown in next table. 



*5£ 



it&famgL cm) 



1 o 

i o 

1 0 



-6 
-5 
-4 



100 
62 
1 2 
1 4 



i±f Zo 7 7 I P U-t — <0 C^iffilBJ'J— S — L — 
v*«fcdJS**tfc'<^ KBWCfcSPh-NHC 
O-SLV-OEtliV I PlZcfc^-V h^^^ 

1 x 1 o-*m~ 1 x 1 o~ 4 M<DSBB a e&¥i= 

WMLfc. 5 N- (2-75/7X-JU) 7 

V ( (2-NH ? ) Ph-NHCO-SLV) <7)tE& 51 

mmz 3 *H«icLt\ o- t L--tr'j/u- 

~ hP7i-i^ 7v7^- h£SJ£2trN- (2-- 
hP7i-^) T s J 2jJUtK— Jb-O — t — L 

- -tr 'J ;i/-L-p^yji/-L t -^f jut, 

A<Z)*f£T*fMii7cU N — (2-75/71-^) 7 

5 / a;U7K— ;u-o- t -?=s-)\>- l— tr 'J ;u- l -p 
*f vju- >- t -^f;i/xxf;u:L^i, $ 

bl:TFAt^It^Ci:l:J:ot@Wtt§N- (2 
-rs^7i-iH 7S/*;U7T<— ;^-L--tr^/;^-L 
- P >f is)V- L -A 'J > ( (2-NH 2 ) Ph-NHCO 
-SLV) ) &&tzo FAB-MS (m/z) : 45 
2 (M H *) a 1 H — N M R (6 % CD 3 OD) : O. 
93 (12H. m), 1. 65 (3H, m), 2. 15 
(1 H. m), 3. 77 (1H. dd. J = 1 1 . O. 
7. 7Hz) , 3. 86 (1H, dd. J = 11. O, 
7. 5 H z ) % 4. 29 (1H. m), 4. 37 (1H 
. m), 4. 53 ( 1 H, m). 7. 15-7. 3 (4 
H , m) . gttHH 4 6 N — T 

s y l — -t? u L-p-fv^- l 

V ( (3-NHJ Ph-NHCO-SLV) <&II3SS 
J£#]4 5 CD 2 hP7i-M Vv7^- h<0ftt>y 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. ISTA cannot 

be held liable for any detriment from its use. WWW: http://www.inllsdence.com Tel: 800-430-5727) 



P.61 



JP 9701 1091 S Machine Translation 

7 5/* )[,7\i-)^- L --tr *) )V- L — O *f is)U — 
L-A'J> ( <3-NH 2 ) Ph-NHCO-SLV) ) 
$j|t; 0 FAB-MS <m/z ) : 4 5 2 (MHO „ 
1H-NMR (6\ CD 3 OD) : O. 95 (12H. 
m) , 1. 65 (3H. m) , 2. 15 ( 1 H, m) , 
3. 74 (1H. dd, J = 1 1 . O. 6. 1Hz), 

3. 87 (1H, dd. J = 1 1. O, 5. 5Hz) , 

4. 29 (1H, dd. J=6. 1. 5. 5Hz) , 4 
. 40 (1H. t. J = 5. 5 H z ) . 4. 52 (1H 
, m) , 6. 88 (1H. d. J = 7 . 9Hz) , 7. 
14 (1H. d. J = 8. 5Hz). 7. 34 (1H. 
dd. J=7. 9 H z) , 7. 69 (1H, s) e ggfifc 
#14 7 N — (4 -7 5 J )\,) 7$; ±l)[,7£-)\, 
-L--t?UJU-L-a^ L -A'J > C (4-NH 
2 ) Ph-NHCO-SLV) ^J£#145<02- 
- FD7x-i^ Vv7^" hirOft^U 4 h 

(Z^oT @^<t"T^N- (4-75y7i-Jl/) 75/ 
^;u4-:-;u- l -t: U;u- L - Q>f v;u- L-AU > ( 

(4-NH 2 ) Ph-NHCO-SLV) ) £&tz 0 F 
AB-MS (m/z) : 4 5 2 (M H *) e 'H-NM 
R (6, CD3OD) : O. 95 (12H, m) , 1. 6 
5 (3H, m) , 2. 15 (1H, m) , 3. 74 (1 
H. dd. J = 10. 4. 6. 1Hz). 3. 86 (1 
H, dd. J = 10. 4. 5. 5 H z ) . 4. 29 (1 
H. dd. J = 6. 1, 5. 5H z) , 4. 38 (1H 
, t. J = 5. 5Hz) „ 4. 52 (1H, m) , 7. 
23 (2H. d. J = 9. 2Hz) , 7. 51 (2H. 
d. J = 8. 6 H z) . HM8 N — (2- (L- 

== Ji7g / ) ^x-;u) 75/ l- 
-t?'j;u- l-ow »>;u- l -A'J > (2- (g i u - n 

H) Ph-NHCO-SLV) g?HaH 4 5 T?f§ 

bHf;N- (2-75/7i-^) 75/ J])l7£-)\,- 
O- t - ^^;U- L-t i ;^-L-D^vJI/-L-/\ ,| J 
>- t -^fJUXf^d: N — B o c — L — ? ){* £ 5 > 

^-r - t -^fjn^fJ^iM2 2 <hf^jff 

Lfc&* T FAT*«Q^-r^Ci:lZj:y @W<t-r^N- ( 
2- (L-^^5;U75;) yji-JU) 75/*^ 

L--tr';;u-L-n-f v;u- L - A u > (2- ( 

Glu-NH) Ph-NHCO-SLV) £^fc„ F 
AB-MS (m/z) : 581 (MH*) n 1H-NM 
R (<5, CD3OD) : O. 93 (12H, m) , 1. 6 
5 (3H. m) . 2. 15 (1H. m) , 2. 25 (2 
H. m) „ 2. 57 (2H, m) , 3. 79 (1H, d 
d, J = 10. 4, 6. 1Hz), 3. 88 (1H. d 
d, J = 1 O. 4, 5. 5Hz) , 4. 19 ( 1 H. t 
. J = 6Hz) , 4. 27 (1H. t, J = 5. 5Hz 
) , 4. 3 8 ( 1 H, t. J=5. 5Hz) , 4. 50 

(1H, dd, J = 10. 5Hz), 7. 22 (2H. 
m) , 7 . 3 8 (1 H. m) , 7 . 6 1 ( 1 H. m) 0 

nm m*9 n — o- (l-^u?5^75/) ? x 

— ;u) 75/ iiiisrt— H,- L--fe'J;u- l -p^< ^>v~ 

L-/^'J> (3- CGI u-NH) Ph-NHCO-S 
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(3-75/7 xZLJU) 7 5 / ft )Vt£-)1 -O - t -Z? 

L --tr yu- L - n-f v/u- L -/< 'J >— t - ^ 

f/l/XXf;^ili^4 8 £p]4$l3N-B o c — L — ^ 

5 r - t -:7^M/ixxJU<t&&£-e\ 

<tf (3- (L-^l/^5Jl/7Sy) 7i-iH 

72 / ^;ut^-ju- L--fe Yyi*- L-a-f v;u- L -/\ 

(3- (Glu-NH) Ph-NHCO-SLV) 
&mtzo FAB-MS (m/z) : 58 1 (MH*) . 

1H-NMR (<5. CD 3 OD) : O. 94 ( 1 2 H, 
m) , 1. 65 (3H, m) . 2. 18 (3H, m) . 
2. 52 (2H. m) . 3. 71 (1H, dd, J = 1 
0. 4. 6. 1Hz), 3. 86 (1H, dd, J = 1 
0. 4. 5. 5Hz) , 4. 02 (1H. t. J = 6H 
z ) . 4. 28 (1H. m),4. 39 (1H, t , J 
= 5. 5Hz) . 4. 52 (1H. dd, J = 10. 5 
Hz). 7. 08 (1H. d, J=8Hz) , 7. 23 
(2 H. m) , 7. 78 (1H, s) . ggflSfll 5 O H 

- (4- fL-^U»5JU75y) ~? x — JU) 75/ft 
JLTt-C- JU- L — t? 'J JU — L-P^->JU -L-/*'J> (4 

- (Gl u-NH) Ph-NHCO-SLV) (PtflS* 
glft«4 7T?*Htt£ LT»&*lfcN- (4-75/7 
x— ;U) 75 / ftvUTK-JU-O- t -^^yU- L--fe'J 

yu- L-n-f vju- L-/<y >- t -^f ;nxf 
SJ6«4 8tH«i:«It4Ci:l:J:ya«i:«N- 

(4- (L-^l/^5Jl/7S/) 7x-Jl/) 75/AJU 
7fC~ ;U- L — -tr '/ JU- L -P>f ->JU- L > (4 - 

(Glu-NH) Ph-NHCO-SLV) *»fc„ 
FAB-MS (m/z) : 581 (MHO „ 1H-N 
MR (5, CD3OD) :0. 95 (12H. m) .1. 
55-1. 8 (3H. m) % 2. 20 (3H, m) „ 2 
. 53 (2 H, m), 3. 73 (1H, dd. J = 1 O 
. 4. 6. 1 H z) . 3. 8 6 ( 1 H, dd, J = 10 
. 4. 5. 5 H z) , 4. 01 (1H, t. J = 6. 1 
Hz), 4. 28 (1H. d. J = 6. 1Hz), 4. 
38 (1H, t. J = 5. 5 H z ) „ 4. 52 (1H, 
dd, J = 9. 8, 4. 9Hz) „ 7. 36 (2H, d 
, J = 8. 5 H z ) , 7 . 48 (2H, d. J = 8. 5 

h z) „ &mms 1 n — (2- 

5;u7s/) y x — ju) 75/ ft jutK-;i — l- 

^■JJU-L-P^>JU-L-A'J1/ ( 2- (Ac G I u 
-NH) Ph-NHCO-SLV) (DHIj StEffil 4 8 
(DN-Boc - L--SOU* 5 >m-T- t -^jUX 
^;u<D«fry CN-A c - L -7)1$ 5 r- t - 

N - (2- (N-7-tr^U- L-7)U$ 5JU7 5 
/) 7i-il/) 7 5 S ±)V7\i—)\ — L -tT U JL/- L -P 
VJU- L-A'J > (2- (AcGlu-NH) Ph- 
NHCO-SLV) £*#7co FAB-MS (m/z) 
: 6 2 3 (MHO «, 'H-NMR ( 8 % CD 3 OD) 
:0. 92 (12H, m), 1. 6-1. 8 (3H, m 
) „ 2. 07 (3H, s) % 2. 05-2. 20 (3H 
, m) . 2. 51 (2H. m) . 3. 76 (1H, dd 
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, J = 1 1 . O. 5. 5 H z ) , 3. 88 (1H, dd 
. J = 1 1 . O. 5. 5 H z ) . 4. 2 5 (1H, t. 
J = 6. 1Hz), 4. 3 5 (2 H. m) , 4. 53 ( 
1H. dd. J = 10. 4. 4. 9Hz) , 7. 06 ( 
1 H. dd. J=6. 7. 7. 9Hz). 7. 21 (1 
H. dd, J = 6. 7. 7. 3Hz), 7. 31 (1H 
. d. J = 7. 9Hz), 7. 79 (1H. d. J=7 

. 3Hz). mmms z n — (s- (n -t-e^a,- 
L-f)b$ gjursy ) :7i-ju) 7;; ftjurt-c^ju- 

L--t?U^-L-Q>f'>;U-L-/<'J> (3- (AcG 
I u-NH) Ph-NHCO-SLV) 0)ffli& SEttffl 
49(DN-Boc - l - -sou* 5 r - t -Z?T)V 

xx^uam^y i:n- a c - l -y;u* 5 >K- r - 
t-^f;nxtJ^i^, H«fc:«Wt*c y 
IWtt^N- (3- (N-T-tr^JU- l -y;u* =uu 
7?y) 7i-ji) 7 S J •hfrft— l --t?y;u- L 

-D-fvJU— L-</<y> (3- (AcG I u-NH) P 
h-NHCO-SLV) £*#fc 0 FAB-MS (m/ 
z) : 6 23 (M H *) 0 1 H — N M R (6. CD3O 
D) :0. 95 ( 1 2 H, m). 1. 6-1. 8 (3H 
, m) , 2. O (1H. m) , 2. 01 (3H, s) % 
2. 15 (2H. m), 2. 42 (2H. t, J = 7. 

3 H z ) , 3. 73 (1H, dd. J = 10. 4. 5. 
5 H z ) , 3. 85 (1H. dd. J = 10. 4, 5. 
5 H z) , 4. 28 (1H, m) , 4. 3 9 ( 1 H. t 
, J = 5. 5Hz), 4. 50(2H. m), 7. 18 

(3H. m) . 7. 64 (1H. s) - mifcM 5 3 N_ 

- (4- (N-T^^)i,- L-f)l,* SJbTSy ) Vjl 

L 'J > (4- (AcG I u-NH) Ph-NHCO 

- s l v ) osaa sss&tt 5o<bn-boc-l- y ;u 

£ 5 r - t -^^^uxx^^KOft^y (=N- A c 

- L-yju* 5 >M- r - t -^f^xxfj^ffi^, 
mmzmmT^ztizj: y ittt-r &n- (4- (n- 

;utH— ju-l --try ;u- L-n-r ->;u-L-/\*y > (4 

- (AcGlu-NH) Ph-NHCO-SLV) £f# 
fco FAB-MS (m/z) : 6 2 3 (MH + ) 0 
1H-NMR (<5, CD3OD) : 0. 95 (1 2H, m 
) „ 1. 6-1. 8 (3H, m) . 2. O ( 1 H. m) 

, 2. 01 (3H. s) , 2. 1 5 (2 H. m), 2. 
42 (2H, t. J = 7. 3 H z ) . 3. 73 (1H, 
dd, J = 1 1 . 0. 5. 5Hz) , 3. 85 (1H, 
dd. J = 11. 0. 5. 5H z) , 4. 27 (1H. 
d. J = 6. 1 H z) , 4. 37 (1H. t. J = 5. 
5Hz) , 4. 47 (1H. dd, J=8. 5. 5. 5 
Hz) „ 4. 52 (1H, dd, J=9. 8, 5. 5H 
z) % 7. 32 (2H. d. J = 9. 2Hz) . 7. 4 

4 (2H. d. j = 9. 2Hz) 0 mmms 4 N — ( 

4 -y h^v^ x ~;U) 75; ±)\,t£— JU-L--t?UJU 
-L-P>fvJU-L-/N f 'J> ( (4-MeO) Ph-N 

hco-s l v) <phim kjemi £ftflMcstB±&]£ 
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miK mmistftmz&mL* §wi:-r&N- <4- 

/h4v7i^l/) 7 £ / Jj)lX—)ls- L -i? U )\ — L 
-Q-l vJI — L-A'J> ( (4-MeO) Ph-NHC 
O-SLV) $mtZo FAB-MS (m/z) : 46 
7 (MH + ) o 1 H — N M R (6, CD 3 OD) : O. 
95 (12H, m) , 1. 6-1. 8 (3H. m) , 2 
. 15 (1H, m), 3. 72 (1H. dd. J = 10 
. 4. 6. 1Hz) , 3. 75 (3H, s) . 3. 84 
(1H, dd. J = 10. 4. 5. 5 H z ) , 4. 28 
(1H, d, J = 5. 5Hz) , 4. 37 (1H, t, 
J = 5. 5Hz) , 4. 51 (1H, dd, J = 9. 8 
, 4. 9Hz) . 6. 83 (2H. d. J = 8. 6Hz 
) , 7. 24 (2H. d. J = 8. 6 H z) * gEfcfll 5 
5_ N-'OvJUT' £ J lft;U7t-C-JU- L-^'J;U- L- 
g^^JU- L-M*'J > CBn-NHCO-S LV) CDHi 

fZ&Jfc^frfclV N — ^< > vJUT $ S il )\st\i—JV— L — 
-t'jVU- L-Q-f->JU- L-A'J > (Bn-NHCO- 
S L V) *»fc. FAB-MS (m/z ) : 4 5 1 ( 
MH f ) o 'H-NMR (6 % CD 3 OD) : O. 94 
(12H. m). 1. 6-1. 8 (3H, m), 2. 1 
5 (1H. m), 3. 68 (1H, dd. J = 10. 4 
, 6. 1 H z) , 3. 8 0 (1 H. dd. J = 1 O. 4 
. 5. 5Hz) , 4. 28 (1 H, d. J =5. 5Hz 
) . 4. 31 (2H. s). 4. 34 (1H, t. J = 
5. 5Hz). 4. 50 (1H. dd. J = 10. 4. 
4. 9 H z) , 7. 21 (1H. m) . 7. 28 (4H 

, m) o mmmse n- (4-7-fr^?*-^) 7 

g y ^JUtK — JU- L — 'J JU- L-a-< L-/\U 
> ( (4-Ac) Ph-NHCO-SLV) (PiHil 4 
-7 r -tT^^^x -JU-f V '>7^- h£ffll*, ^S£0H54 
tEltiMcfifcSfjfcl^ N — (4-7tfJ^i-;i/) 

75 / ±i;u7f;- ju- l - -tr 'j ;u- l - p-r l -/\ 

y> ( (4-Ac) Ph-NHCO-SLV) £*tfco 

FAB-MS (m/z) :4 7 9 (MHO . *H- 
NMR (6. CD 3 OD) : O. 95(1 2 H. m) „ 1 
. 6-1. 8 (3H. m) , 2. 1 6 (1 H. m) « 2 
. 5 4 (3 H. s),3. 7 4 ( 1 H. dd. J = 1 0 
. 4. 6. 1Hz) , 3. 87 (1H. dd. J = 10 
. 4. 5. 5Hz) , 4. 29 (1H. d. J = 5. 5 
Hz), 4. 40 (1H. t. J =5. 5 H z) , 4. 
52 (1H, m) , 7. 51 (2H. d. J=8. 6H 
z) . 7. 91 (2H. d. J = 8. 6Hz), SJ£M 
5 7 N — (4-7x>^v7x-^) 7 5 / ftJUTK- 
JU- t_ — -tr U il — L-P^vJU- L-/< l )l/ ( (4-P 

ho) Ph-NHco-sLv) omm 4-7i;+ 

>7i-MVy7^-h^l\ ^5£0!l5 4tf^«(Z 
J&J££tt£1^ N — (4-7i/+v:i3) 75/ 
^MUT^-jU- L --fe MJU- L-P-f vVU- L > ( 

(4-PhO) Ph-NHCO-SLV) &&tZo F 
AB-MS (m/z) : 47 9 (M H*) «, 'H-NM 
R (6 % C D3OD) :0. 94C12H. m),1.6 
-1. 8 (3 H. m) % 2. 15 (1H, m) , 3 . 7 
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4 (1H. dd. J = 10. 4. 6. 1Hz), 3. 8 
6 ( 1 H. dd. J = 10. 4. 5. 5 H z ) , 4. 2 
6C1H. d. J = 5. 5H z) , 4. 38 (1H, t 
. J = 5. 5Hz) t 4. 51 (1H. dd. J = 10 
. 4. 4. 9Hz) „ 6. 92 (4H, m) , 7. 05 

(1H. t. J=7. 3Hz) , 7. 31 (2H, t. 
J = 8 . 5 H z ) , 7. 35 (2H. d, J = 9. 2H 
z) o gftfiffl 5 8 N- C5-X K^->^JU^JU^> 
=?>{,) 75^ JUtH-JU- L — t? 'J JU- L - P 4 zs)V- 
L-n f 'J> (EtQCO fCH O j-NHCO-SLV 

. KK«5 4±:0«l=JR£*f7fcl^ N — (5-xh* 

- L-D-f ~>;U- L-/NU > (EtOCO (CH 2 ) 5 ~ 
NHCO-SLV) FAB-MS (m/ z ) 

: 5 0 3 (M H *) „ 1 H — N M R (5, CD 3 OD) 
:0. 94 (12H, m) , 1- 24 (3H ( t, J = 
7. 3Hz) , 1. 35 (2H, m) . 1. 48 (2H 
. m) , 1 . 55-1. 7 5 (5 H, m) , 2. 15( 
1H. m), 2. 3 1 (2H, t. J = 7. 3H:) , 
3. 11 (2H. t. J=7. 3Hz) , 3. 66 (1 
H , dd, J=10. 4. 6. 1 H z ) . 3. 78 (1 
H, dd. J = 10. 4, 5. 5 H z) , 4. 10 (2 
H. q) , 4. 30 (2H. m) , 4. 49 (1H, d 
d. J = 9. 8, 4. 9Hz) e Sifl51 N-*> 

v^^ysy *uu7t-:-ji/- l — fru ;u- l -dy ->;u- 

L-A'J> (PhCQ-NHCO-SLV) COHIi? K 
>^^7v7^"h^t\ ^S£#l5 4 tf^^l^S 

j££*7#tv n -out 5/ *;u7K-;u-L--tr 

l ) L — P vJU — L — /< 'J > (PhCO-NHCO 
-S L V) £*#fco FAB-MS (m/z) : 4 5 1 
(MH + ) o 1 H — N M R (6, CD 3 OD) : 0. 9 

5 (12H. m) . 1. 6-1. 8 (3H. m), 2. 
17 (1H, m), 3. 80 (1H, dd, J = 1 1 . 
O. 5. 5Hz) , 3. 92 (1H. dd. J = 11. 
O. 4. 9Hz), 4. 29 (1H, d. J = 5. 5H 
z) , 4. 52 (2H, m) , 7. 51 (2H. t. J 
= 7. 9Hz) , 7. 62 (1H, t. J = 7. 3Hz 
) , 7. 92 (2H ( d. J = 7 . 3 H z ) «> 6 
_0 N — (3 hD7 jx-JU) T£/^;U^-jU-L 
-^■JJU-L-a^ vJU-L-/<U> C (3 -NO ,) P 
h-NHCO-SLV) CDlBil 3--hD7x-M 
VvT*-h£BH\ 8gS6«5 4 £K«f=filC*ftftl* 
, N - (3-— hP7i- JU) T s y *JJUtK— ju- l - 
-tr'JJU- L-Q-0>JU- L-y<'J > ( (3-N0 2 ) Ph 
-NHCO-SLV) FAB-MS (m/z 

) : 4 8 2 (MH + ) . 1 H — N M R ( 6 , CD3OD 
) :0. 95 (12H. m) % 1. 6-1. 8 (3H, 
m), 2. 16 (1H. m), 3. 76 (1H. dd. 
J = 10. 9, 5. 5Hz) , 3. 87 (1H, dd. 
J = 10. 9. 5. 5 H z) * 4. 29 (1H, d. J 
= 5. 5 H z ) « 4. 40 (1H, t. J = 5. 5Hz 
) , 4. 53 (1H. dd. J=9. 8. 5. 5Hz) 
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,7. 47 (1H, t. J = 7. 9Hz) % 7. 62 ( 
1 H, dd, J=7. 9. 1. 8Hz) , 7. 82 (1 
H, dd. J = 7. 9, 1. 8Hz) , 8. 46 (1H 
, t. J = 1 . 8 H z) 0 mi$M 6 1 N- (2-- K 
P?x-JU) 7 H / ^3JUtK^;U- L-i?'J JU- L-P-< 
->;U- L-M*'J > ( (2-NO J Ph-NHCO-SL 
V) <BtS§2[ 2--hD7i-MVv7^-h^^ 
• 56JE«5 4i:l^«l=fi£S*7*l^ N — (2--KD 
7i3) 75; ^;utK-;u- l --tr L-a-f •> 

JU- L ( C2-N0 2 ) Ph-NHCO-SLV 
) £1%tZo FAB-MS (m/z) :4 8 2 (MH f ) 
'H-NMR (<5. CD 3 OD) : O. 9 5 (1 2 H 
, m) . 1 . 6-1. 8 (3H, m) , 2. 15 (1H 
. m) . 3. 79 (1H. dd. J = 10. 4. 6. 1 
Hz) . 3. 84 (1H. dd. J = 10. 4. 6. 1 
Hz) , 4. 28 (1H, d, J = 5. 5 H z) , 4. 
39 (1H. t. J = 6. 1 H z ) , 4. 52 (1H, 
dd. J = 9. 8. 5. 5H z) , 7. 14 (1H. d 
dd, J = 8. 5, 1. 2. 1. 2 H z) . 7. 60 ( 
1H, ddd, J = 8. 5. 1. 2, 1. 2Hz) , 8 
. 12 (1H, dd, J=8. 5. 1. 2Hz), 8. 
33 (1H, dd. J = 8. 5. 1. 2Hz) .IM 
6 2 N — f4-^D€7x- )V) 7 5 J ± JUtK— JU- 
L--t?'JJU-L-P^*>JU- L-v<U> ( (4-Br) 

Ph-NHCO-SLV) (PUllS 4-7a*y jl— )V 

l\ N — {A-^U^y T^yh)^— )V-L 

--tr L-P-f vJU-L-A'J> ( (4-B r) P 
h-NHCO-SLV) FAB-MS (mX 

z) : 515 (M H *) 0 'H-NMR ( <5 , C D3O 
D) :0. 94 (12H. m), 1. 6-1. 8 (3H 
, m) , 2. 16 (1H, m) , 3. 72 (1H, dd 
, J = 1 0. 4, 6. 1 H z ) , 3. 85 (1 H, dd 
, J = 10. 4. 5. 5 H z) , 4. 28 (1H. d, 
J = 6. 1 H z) , 4. 37 (1H. t. J = 5. 5H 
z) % 4. 51 (1H, dd. J=9. 8. 4. 9Hz 
). 7. 31 (2H. d. J = 8. 5Hz) , 7. 36 
(2H. d. J=8. 5Hz) .Slflil N — (4 

-x k^v^jutK— x — ju) 7s; JU/K— ;u- l 

--brUJU-L-PW' vJU-L-A'J> ( (4-EtOC 
O) Ph-NHCO-SLV) (Pfflil 4-Xh^v* 

fattaUcSf&^frfclV N — (4-Ih^>*il/f-^7 

x— ;u) r = y ^;utK— ;u-L--truvu- L-p-f vju 

-L-/<'J> ( (4-E t OCO). Ph-NHCO-S 
LV) £f#fco FAB-MS (m/z) : 509 (M 
H + ) o 'H-NMR (<S, CD3OD) : O. 94 ( 
12H, m) . 1. 37 (3H. t, 6. 7Hz) % 1 
. 6-1. 75 (3H. m) „ 2. 15 ( 1 H. m) , 
3. 75 (1H. dd. J = 10. 4. 5. 5Hz) , 

3. 86 (1H. dd. J = 10. 4. 5. 5Hz) . 

4. 30 (3H. m) . 4. 39 (1H, m) , 4 . 5 
2 (1H, m). 7. 48 (2H. d, J = 8. 6Hz 
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) , 7. 90(2H. d. J = 8. 6Hz) 0 gE?fcffi6 
A n — (3-^JU^-a^x^;u) 7$; ftjUrt— ;l- 
L »J ;U- L -PW ->Jl- L V ( (3-F) P 
h-NHCO-SLV) (PfflS* 3-7;i/tn7i3 

N — (3-7)ltD7i3) 75y*i^-^- 

L--fe , j;u-L-Q'f ->;u-l-/<'J> ( (3-F) P 

h-NHCO-SLV) FAB-MS (m/ 

z) : 455 (M H*) 0 'H-NMR ( <5 , C D 3 0 
D) :0. 95 (12H. m), 1. 6-1. 8 (3H 
, m) , 2. 1 5 ( 1 H. m) « 3. 72 (1H, dd 
. J = 1 1. O. 6. 1Hz), 3. 86 (1H, dd 
, J = 1 1 . O. 5. 5 H z ) . 4. 27 (1H. br 
d, J = 5. 5Hz) , 4. 37 (1H, t. J = 5 
. 5 H z) , 4. 51 (1H, dd, J = 9. 8. 4. 
9Hz), 6. 67 (1H, dd, J=7. 9. 6. 7 
Hz) , 7. 00 (1H. d. J=7. 9Hz) , 7. 
21 (1H. dd. J=11. 6, 6. 7Hz), 7. 

35 (ih, d, j = i i . 6Hz)o mmme 5 n 

- (3 h^i/^x-JU) 7S; ft JUtK-JU - L--t? 
ijJU- L-P^->JI/-L-/ <iJl/ f (3-MeO) Ph 

— NHCO — SLV) (Pfflffl 3-/^y7i-JK 
Vv7*-h*ffll\ SE1E«5 4fcH«C:£i6$fiftl* 
, N - (3-> h^v^x^U) 7S>*^-^-L 
-•tr «;;U-L-D>f v;U-L-/N*»J> ( (3-MeO) 
Ph-NHCO-SLV) Z&tzo FAB-MS (m 
/z) : 467 (MHO 0 'H-NMR (5, C D 3 
OD) : O. 95 (12H. m), 1. 6-1. 8 (3 
H. m) * 2. 15 (1H, m) , 3. 7 3 ( 1 H, d 
d. J = 10. 4. 6. 1Hz) , 3. 76 (3H, e 
), 3. 85 (1H. dd, J = 10. 4, 5. 5Hz 
) , 4. 2 8 ( 1 H. b r ) , 4. 38 (1H, t. J 
= 5. 5Hz) , 4. 52 (1H, dd, J = 9. 8. 
5. 5Hz), 6. 55 (1H, dd. J = 7. 9, 1 

. 8 H z) , 6. 83 (1H, d, J=7. 9Hz) , 

7 . 12 ( 2 h , m) o mmm 6 6 n — o-*y;u 

V x ->V) T £ J ± ;UtK-JU- L — tr U JU- L - P -> 
Jl - L-/<U 1/ ( (3-Me) Ph-NHCO-SLV 
) CDHaS? 3->fil/7i-H Vv7^-h^t\ 
£ffi«5 4£B«l=fiJESfiftLV N — (3-y^;U7 
x ^u) 7^/* JUtK— ^- L - -tr U L — p -Y v;u 
-L-/< l J> ( (3-Me) Ph-NHCO-SLV) 
$&tz<> FAB-MS (m/z) :45 1 (MH + )« 
1 H-NMR (6 % CD 3 OD) : O. 9 5 ( 1 2 H. 
m) . 1. 6-1. 8 (3H, m) . 2. 15 ( 1 H, 
m) . 2. 28 (3H, s) . 3. 70 (1H, dd, 
J=10. 4, 6. 1 H z) , 3. 85 (1H. dd, 
J=10. 4, 5. 5Hz) , 4. 28 (1H. br) 
, 4. 37 (IH, t. J = 5. 5Hz) ,4. 52 ( 
1H. dd. J=9. 7. 5. 5Hz) , 6. 79 (1 
H. d. J = 7. 9Hz) , 7. 12 (2H. m) , 7 

. 12 d h, s) . mmme i n- (a-jl+ji,? 

x — JU) T £ J ii JUtK— )U- L — -tr 'J )V~ L - P A vJU 
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- L — / N U > ( (4-Et) Ph-N HCO-SLV) 
0>mm 4-lfil/7xzMVv7^-F^t\ S 

-;u) r H y *;utK-;u- l -ir «j ;u- L -n^f ->;u- 

L > ( (4-Et) Ph-NHCO-SLV) £ 

^fco FAB-MS (m/z) : 4 6 5 (M H*) 0 
»H-NMR id. CD 3 OD) : O. 95 (12H, 
m), 1. 19 (3 H. t. J = 7. 3H:) , 1. 6 
-1. 8 (3H. m) , 2. 15 (1H, m) , 3 . 7 
2 (1H, dd. J = 1 1. O. 6. 1 H z ) . 3. 8 
5 (1H, dd. J = 1 1 . O, 4. 9 H z ) . 4. 2 
7 (1 H, br), 4. 38 (1H. t, J = 5. 5H 
z) . 4. 51 (1H, dd. J=9. 8. 5. 5Hz 
7. 08 (2H, d, J=8. 5Hz). 7. 25 
(2H, d. J=8. 5Hz) 9 IM6J. N- (2 

JU- L-D^ vJI/- L - > ((2 -iPr) P h- 

nhco-s lv) <nmm 2-4 yzfatf^y x—iv 

, N — (2-4 yyu\f)VJj:—)l>) TS/rt^TK— ;U 
-L--tr'j;U-L-D>r VJU-L-/<U> ( (2- i P 
r) Ph-NHCO-SLV) ^ff; 0 FAB-MS 
(m/z) : 47 9 (MHO 0 1 H — N M R ((5, C 
D 3 OD) :0. 95 (12H. m) , 1. 22 (6H, 
d. J = 6. 7Hz) „ 1. 6-1. 8 (3H, m) , 
2. 15 (1H, m) , 3. 18 (1H, m) , 3. 7 
2 (1H. dd. J = 1 1 . O. 6. 1Hz). 3. 8 
4 (1H. dd. J = 1 1 . 0. 5. 5Hz). 4. 2 
9 (1H, m) , 4. 39 (1H, t, J=5. 5Hz 
) , 4. 53 (1H, m) , 7. 1 3 (2 H. m) . 7 
. 29(1H. m).7. 40(1H. m) 0 
_9 N — (2. ^v7i-JL) T £ J 

-ju- l --t? u ;u- l - □ L -/< U > ( (2. 

5- (MeO) ? ) Ph-NHCO-SLV) (DfflSi 2 

#|5 4 tmmz&fc£'i7tel\ N — (2, 5-V> 
v7i-Jl/) 75 / JU- L--tT'JJl/-L-P< 

L > ( (2, 5- (MeO) 2 > P h — N H 

CO-SLV) &*&tzo FAB-MS (m/z) : 5 
19 ( M + N a *) o 1H-NMR (8 s CD3OD) 

:0. 93 (12H. m) , 1. 6-1. 8 (3H. m 
) . 2. 16 (1H. m) , 3. 72 (3H, s) , 3 
. 75 (1H, m) . 3. 82 (3H. s) , 3. 85 

(1H, m) , 4. 27 (1H. m) . 4. 38 (1H 
. t. J = 5. 5Hz) , 4. 51 (1H. dd, J = 
9. 8. 4. 9 H z) , 6. 49 (1H. dd. J = 9 
. 2. 3. 1 H z) , 6. 84 (1H, d. J = 9. 2 
Hz), 7. 7 0 ( 1 H. d. J=3. 1Hz) Q ^fa. 
mi 0 N — (3 ->7; ?x— JU) 75; ±Ul7\i-)l, 

- L-4? U JU- L -P^»>A,- L-A'J!/ ( (3-CN 
) Ph-NHCO-SLV) <Qgiaii 3-V7/7H 
JU-f V v7*- h£J?H^ ^J£^5 4 k^mzfrfc&'ii 

n - (3-y7;7i-^) ray ^jUTt-cnju- 
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L -ir 'J;u- L -P-f v;i/-L-M*"J> ( (3-CN) 
Ph-NHCO-SLV) £^tz» FAB-MS (m 
/z) : 4 8 4 (M+NaO „ 'H-NMR ( 6 , C 
D 3 OD) :0. 95 (12H ( m) , 1. 6-1. 8 ( 
3H. m). 2. 16 (1H, m) , 3. 75 (1H. 
dd. J = 1 1 . O. 6. 1Hz). 3. 8 6 (1 H, 
dd. J = 1 1 . O. 5. 5Hz) , 4. 2 9 (1H. 
d. J = 6. 1Hz). 4. 38 (1 H, t, J = 5. 
5H z) , 4. 52 (1H, dd. J = 9. 8, 4. 9 
Hz) . 7. 30 (1H. dd. J=9. 2, 1. 2H 
z) . 7. 41 (1H. t, J = 7. 9Hz), 7. 5 

4 ( 1 H, m) , 7. 9 O ( 1 H. m) 0 ^Ifam 7 1 
N- (3-> h*zs±>)\,7H-)lT ^x-JU) 75; 

L — tr'JjU— L — P W ->JU- L -/n'J > C 
(3-MeOCONH) Ph-NHCO-SLV) (PUll 

5 3- / h ^ *> * ^ JU7 5 y 7 x - >f V v 7 ^ 

— h£AHv mmms 4 tmmz5.fc£fti$i*, n- c 

3-/ h^v^^-Jl/TS^^i-Jl/) 75 / *) JUTfC 
— L-^rU^U-L-D-f v;U-L-/\*U> ( (3- 
MeOCONH) Ph-NHCO-SLV) £#fco 
FAB-MS (m/z) : 5 3 2 (M -h N a *) 0 'H 
-NMR (<5 . CD3OD) :0. 94 (12H. m) , 
1. 6-1. 8 (3H, m) , 2. 16 (1H, m) . 
3. 72 (3 H, s). 3. 73 (1H. dd, J = 1 
0. 4. 6. 1 H z) , 3. 85 (1H. dd, J = 1 
O. 4, 5. 5 H z) . 4. 27 (1H, b r ) , 4. 
38 (1H. t. J = 5. 5Hz) , 4. 49 (1H. 
dd, J = 9. 8. 4. 9Hz) , 7. 08 (2H. rn 
). 7. 15 (1H. t, J=7. 9 H z) , 7. 50 
(1H. s) „ ^MffiLZ2_ N — (3- hV7^tP> 
^ JU 7 zl -;U) 7 x. S il JUtK-JU- L — t? 'J JU— L — P 
^v>-L-A'J> ( O-CF3 ) Ph-NHCO-S 
LV) 3-h'J7^tP>f^7j:Zj^Vv 

r*--h£Ei^ se«B«5 4i:ig«(3Srt;*fi*L^ n 

;U-L— fJ^U-L-P-f vVU- L-/<'J V ( (3-C 
F 3 ) Ph-NHCO-SLV) FAB-MS 
(m/z) : 5 2 7 (M + Na + ) «> 'H-NMR (6 
% C D3O D) :0. 95 ( 1 2 H, m) „ 1. 6-1. 
8 (3H, m) , 2. 1 5 ( 1 H. m) « 3. 75(1 
H. dd. J = 10. 4, 6. 1Hz). 3. 87 (1 
H, dd. J = 10. 4, 5. 5 H z ) ~. 4. 29 (1 
H. d, J = 5. 5Hz) . 4. 39 (1H. t, J = 
5. 5Hz). 4. 52 (1H. dd. J=9. 8. 4 
. 9Hz). 7. 24 (1H, d. J = 7. 9Hz) , 
7. 41 (1H. t, J = 7. 9Hz), 7. 51 (1 
H. d, J = 7. 9Hz). 7. 84 (1H. d. J = 
7. 9Hz) .Sffifflll N- 1 -t7W^/^ 
il7fs-)\ — L--t?'JJU-L-P^->Jl/- L-/<'J> (1 

— N a p — NHCO — S LV) (PUIS* 1-^:7^U<< 
V*>T*— K^ffllV SIJS^S 4 ^rf^4f (ZStS^^T^L^ 

% n- 1 -1-7T)U7 s / *ju#— l --tr »j JU- L 

-P>f vJU- L -A 'J > (1-Nap-NHCO-SL 
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V) &mtzo FAB-MS (m/z) : 5 09 (M + 
Na + ) o 'H-NMR (5. CD3OD) : 0. 94 
(12H, m). 1. 6 - 1 . 8 (3H. m). 2. 1 
5 (1H. m) , 3. 78 (1H. dd, J = 10. 4 
, 6. 1Hz) , 3. 90 ( 1 H. dd. J = 10. 4 
. 5. 5 H z ) « 4. 28 (1H, br) , 4. 45 ( 
1H , t, J = 5. 5Hz) , 4. 53 < 1 H. dd. 
J = 9. 8. 5. 5Hz), 7. 43 (1H. dd. J 
= 8. 5, 7. 3Hz) , 7. 50 (2H. m) , 7. 
66 (1H. d. J = 8. 5Hz). 7. 72 (1H, 
d. J = 7. 3Hz), 7. 86 (1H, d, J = 7. 
3Hz) , 8. OS (1H, d, J=7. 7Hz) ,S 
mm 7 4 N- (3. 5 -is-hn? 75/ ± 

JUtK-JU- L-*?'JJU- L-DY->JU- L-v\*'J > ( ( 
3. 5- (NO ? ) 2 > Ph-NHCO-SLV) <DHH 
3. 5-v-hD7x-MVv7^-h$ffll\ Si 
S£^5 4 <h@*§l::&jS£fT&l\ N — (3. 5 - h 

vJU- L -A 'J > ( (3. 5- (N0 2 ) 2 ) Ph-NH 
CO-SLV) FAB-MS (m/z) : 5 

49 (M + NaO o 1H-NMR (6, CD3OD) 
: 0. 95 (12H. m) , 1. 6-1. 8 (3H, m 
) % 2. 16 (1H. m) . 3. 78 (1H, dd. J 
= 11. 0. 6. 1 H z ) , 3. 89 (1H, dd. J 
= 11. 0. 5. 5 H z ) « 4. 29 (1H, m) , 4 
. 42 (1H, t. J = 5. 5 H z) . 4. 54 (1H 
, m), 8. 54 (1H. t. J = 1 . 8 H z ) , 8. 
68 (2H, d. J = 1 . 8Hz) „ SHLli Nj^ 

JU — L-P^ vil/- L — A U > (3-Ac) Ph-NH 

co-s l v) corns? 3-T-tr^;u^x— v*>7 

IM6«5 4i:B«(=SJKSffftlV N- 
(3 -r-tr^^^x— ju) T s / *;utH-;u- L--tr'J 

;U- L-P>r->JU-L-/^ I J> ( (3-Ac) Ph-N 
HCO-SLV) *»fcp FAB-MS (m/z) : 
501 (M + N a *) o 'H-NMR ( d % CD3OD 
) : 0. 95 (12H, m). 1. 6-1. 8 (3H. 
m) , 2. 15 (1H, m) . 2. 58 (3H. s) » 
3. 7 5 (1 H. dd. J = 10. 4. 6. 1 H z) , 

3. 87 (1H. dd. J = 10. 4. 5. 5Hz) , 

4. 28 (1H, d. J=6. 1Hz) „ 4. 40 (1 
H. t. J = 5. 5Hz) % 4. 53 (1H. dd. J 
= 9. 8, 4. 9 H z) , 7. 38 (1H, t. J = 7 
. 9Hz) , 7. 60(2H. overlapped) ,8. 0 3 

(ih. s ) „ mmm i 6 n- f4-wv^peji/7 

- L -/X'J > (4 - i P r) Ph-NHCO-SLV) 

ik mmws * tmmz&m£?ji3:i\ n- (4-^v 
^Dtf^u^x— ;u) 7? y ii)i>7$- )\,- l — tru;u- l 

-D*f ~>jU-L-/\*'J> ((4-iPr) Ph-NHC 
O-SLV) &&tz* FAB-MS (m/z) : 50 
1 (M + N a*) 0 ] H-NMR ( 6 . CD 3 OD) : 
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0. 95 (12H. m) , 1. 21 (6H. d. J = 6 
. 7Hz), 1. 6-1. 8 (3H, m), 2. 15 ( 
1 H. m) % 2. 84 (1H. m) . 3. 73 (1H. 
dd. J=10. 4. 6. 1Hz), 3. 85 (1H, 
dd. J = 10. 4, 5. 5Hz) , 4. 27 (1H. 
d. J = 6. 1 H z) , 4. 38 (1H, t, J = 5. 
5Hz) , 4. 52 (1 H. dd, J =9. 7. 5. 5 
Hz), 7. 11 (2H. d. J=8. 5Hz), 7. 
26 (2H. d. J = 8. 5Hz) 0 SMI1 N_zi 

(3- (2-^JU7K^->K>XT5 K) 7x=JU) 75 
J ±)VM-)U- L--fr'J JU- L-P-< VJU- L-/N*'J > 

r 3 - (Pht-NH) Ph-NHCO-SLV) 0H3 
ft SJ6«4 6<D*fcW<>: LT#Jb*l&N- (3-7S 

iz U L -P-f i/JU- L -A'J >- t - ^fiUXf 
ju^^^^S^/ t -:7^ux;*-r;u££3gS£012 2 £ 

5K) 7x^) ys; ±i;U7t-:-;u- L -ir L - 

Q-f vJU-L-A'J> (3- (Pht-NH) Ph-N 
HCO-SLV) FAB-MS (m/z) : 

600 (M H + ) 0 1H-NMR ( 6 % DMSO-d 6 
) :0. 88 (12H, m), 1. SO (2H. m), 

1. 64 (1H, m) , 2. 04 ( 1 H. m) „ 3 . 4 
9 (1H. dd. J = 10. 4. 6. 1 H z) . 3. 6 

6 ( 1 H. dd. J = 10. 4. 5. 5Hz) , 4. 0 
9 (1H. m) , 4. 27 (1H, m) % 4. 40 (1 
H. m) % 6. 41 (1H. d. J=7. 3Hz) „ 7 
. 13 (1H, t, J = 7. 9Hz) , 7. 2 2 (1 H 
, t. J = 8. 5Hz) , 7. 5-7. 7 (3H. m) 

, 7. 71 (1H, s) „ 7. 86 (2H. t . J = 7 
. 0Hz), 8. 09 (1H, d. J = 7. 9Hz) , 
8. 84 (1H. a) , 10. 24 (1H, s) Q 
fiH7 8 N - (3 -:7$ JU^ 5 K3 ?x-JU) 7==/*JJl/ 
7H^JU-L--b'JJU-L-P>r">JU- L-/<'Jl/ C (3 
-PhN) - Ph-NHCO-SLV) <PfflS £5£0S 

7 7 <D&fc\Z. N- (3- (2-*;U7K^V^<>Xr 5 
K) 75^ *;M*— JU-L--tr'<nu~L-P 

->;U- L -/< 'J > (3- (Ph t-NH) Ph-NH 
CO-SLV) VLft\Z s N — (3-7^M5K7i- 

;i0 t £ / *;i>7tf— l --tr ju- l - p*f v;u- l 

-/<«;> ( (3-PhN) -Ph-NHCO-SLV) 
Z±tfLmt LT-5-*.fco . FAB-MS Cm/ z ) : 
58 2 (M H + ) o 1H-NMR ( 6 % CD 3 OD) : 
O. 94 (12H, m) , 1. 6 5- 1. 7 5 (3 H. 
m) , 2. 15 (1H. m) , 3. 73 ( 1 H. dd. 
J=10. 4, 5. 5Hz) , 3. 86 ( 1 H. d d, 
J=10. 4, 5. 5Hz) , 4. 27 (1H. d. J 
= 6. 1Hz) , 4. 3 8 ( 1 H, t, J = 5. 5Hz 
) % 4. 51 (1H. dd. J = 9. 8. 5. 5Hz) 
, 7. 05 (1H. dt, J=7. 3. 2. OHz) , 
7. 40 (2H. m) % 7. 54 ( 1 H. t. J = 2. 
4Hz), 7. 87 (1H. dd. J=5. 5. 3. 1 
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Hz), 7. 95 ( 1 H, dd. J = 5. 5. 3. 1H 

z) o mmm i 9 n- o - o -j)>\,K*i"<>x 

7 5 K) -ju) t s / a jutK L --tr U L 

-P-< yJU- L-/\'J> (3- (loht-NH) Ph 
-NHCO-S LV) (PlSS StBfl 7 7 CO Z> $ JUK^ 

i^tTFAMt^Cil^^tN- (3- (3 
-*mv^>X7iK) 7i3) T5/AJU*- 

;u- L--t? 'J ;u- L -a*f ~>;u- l-/\* 'J (3- (1 

pht-NH) Ph-NHCO-SLV) $0*:. F 
AB-MS (m/z) : 600 (M H*) 0 1 H — N M 
R ( 6 s , DMSO-d 6 ) :0. 86 (12H. m) . 1 
. 52 (2H, m) , 1. 63 ( 1 H, m) . 2. 03 
(1H. m) , 3. 50 ( 1 H , dd. J = 10. 4. 

6. 1 H z) , 3. 66 (1H. dd. J = 10. 4, 
5. 5 H z) . 4. 09 (1H. dd. J=8. 5, 6 
. 1 H z ) , 4. 28 (1H, m) . 4. 40MH. 
m), 6. 43 ( 1 H, d, J = 8Hz) , 7. 19 ( 
2H, m). 7. 32 (1H. d, J = 7 . 9Hz), 

7. 65 (1H. t. J = 7. 9Hz), 7. 84 (2 

H. overlapped) , 8. 11 (2H, overlapped) „ 8 
. 17 (1H, d. J= 7. 9 H z) , 8. 50 (1H 
. s) , 8. 85(1H. s) . 1 0. 35 (1H, s 
) o «K«8 0 N — (3- (4-/l/^^VX7 
£ K) 7x-JU) 7 5/ ^JU/t-C — ;u- L--t? U JU- L - 

»>;i- L~A'J > (3- (Toht-NH) P h - 
NHCO-S L V) (Oliig fU7^^//fJH 
Xr^SffilV £ifi«7 9 £E«(z£J6$m*N- (3 

- (4-*JU***>'<>X75 K) 37 x^JU) 75/* 

;ut^— ;u- l — -tr M;u- l - p *>;u- l -A'j > ( 3 

- (Tpht-NH) Ph-NHCO-SLV) 

FAB-MS (m/z) : 6 00 (M H + ) « 1 H 
-NMR (5, CD3OD) :0. 94 C12H, m) , 

I. 5 5- 1. 7 0 (3 H. m) . 2. 15 (1H. m 
), 3. 74 (1H. dd, J = 1 1 . 0. 6. 1Hz 
), 3. 86 (1H. dd. J = 1 1 . 0. 5. 5Hz 
) . 4. 29 (1H, m) , 4. 4 0 ( 1 H. t, J = 
5. 5 H z) , 4, 53 (1H. m), 7. 24 (2H 
. m) , 7. 33 (1H, m) , 7. 79 (1H, s) 
,7. 99 (2M, d. J =7. 9Hz) , 8. 14 ( 
2H. d, J = 7. 9Hz) 0 Iififflii N — f3- 

(4-j?;i/7K^v^^t5 K) "7 x — JU) Y*J-h}\,7£ 
-JU- L— t?UJU-L-PW»>JU-L-A'J V (3- ( 
HOCO (CH 2 ) 3-CONH) P h — N H CO-S L 

v) <pjg£E y if juxxf ffl^, ^ 

JS«7 9 £H«C:£f&Sm*N- (3- (4-*;utK* 
v^^t?K) ^x^JU) 75 / ^^UtH — A>- L--tr'J 
L-D^viHL (3- (HOCO (CH 
2 ) 3-CONH) Ph-NHCO-SLV) Z'&tz» 
FAB-MS (m/z) : 5 6 6 (MH*) 0 1 H — N 
MR (6\ C D3OD) : 0. 9 4 ( 1 2 H. m) % 1 . 
60- 1. 7 5 (3 H, m) , 1. 96 (2H. m) . 
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2. 15 (1H, m) , 2. 40 (4H, m) t 3. 7 

2 (1H, dd, J-IO. 4, 6. 1 H z) . 3. 8 
5 (1H, dd. J = 10. 4, 5. 5 H z ) » 4 . 2 
8 (1H. m) . 4. 38 (1H. t. J = 5. 5Hz 
) % 4. 50 (1H. dd, J=9. 7. 4. 9Hz) 
,7. 17 (3H. m) » 7. 61 (1H, s) 0 

3 - C H 3 (CH 2 ) 12 - CONH > Ph-NHCO-S 

lv) (PIES* 7 7 ay -? $ jutt% ^ t - jux 

7\i—ji- l --tr l - n-< ->ju- l -/n <; > ( 3 - 

(CH 3 (CH 2 ) ,2-CONH) Ph-NHCO-SL 
V) FAB-MS (m/z) : 6 6 2 (M H*) . 
1H-NMR (<5 % CD3OD) : 0. 89 (3H, t, 
J = 7. 3 H z ) , O. 95 (12H. m) , 1 . 25 
- 1 . 40 (20H. m) „ 1. 60-1. 75 (5H 
, m) , 2. 1 5 ( 1 H, m) . 2. 34 {2H, t , 
J = 7. 3Hz) , 3. 72 ( 1 H. dd. J = 10. 
4. 6. 1 H z ) , 3. 85 (1H. dd. J = 1 O. 
4. 5. 5Hz),4. 28 (1H, d. J = 5. 5H 
z ) , 4. 39 (1H. t . J = 5. 5Hz) , 4. 5 
1 (1H. dd. J = 9. 8. 4. 9 H z) , 7. 16 

(3H, m) , 7. 62 (1H, s) „ mm® 8 3 ± 
>fcf KDT-CPFas t PTP-BAS0)te^BBg 3Ettiffil3 2<D^ 

j*i=tttv s l vooNssaiMMH* (1 o/iM) <o^>e 

hPFa s/PT P-B ASO)B^lfiSSttSa!SLfe 
a ^ 6 tf^ N W^l: J: § ^ > t> □ ^^PEI Sii 



ISTA's Paterra(tm), Version 1 .5 (There may be errors in the above translation. I ST A cannot 

be held liable for any detriment from its use. WWW: http://ww.irdscience.com Tel: 800430-5727) 



P.74 



JP 9701109IS Machine Translation 



JQ6FJ4 5 
$mMA 6 

Hffi0>J4 8 

mm 49 

§SJfe#J5 0 
H»J5 1 
HJfefl 5 2 
H»5 3 
gg$fe#J5 4 

«W5 6 

H«5 7 

mtm5 8 

$HM5 9 

0SJ&0J6O 
HlftW6 1 

HJ6fll6 2 
3 

HJS0J6 4 



ffi^ (%) 


4 8. 


7 


6 1. 


1 


5 5. 


9 


4 7. 


8 


7 6. 


8 


66. 


6 


5 5. 


9 


7 5. 


6 


6 0. 


8 


46. 


8 


3 0. 


5 


4 1. 


1 


39. 


9 


4 3. 


4 


2 5. 


8 


2 6. 


9 


4 9. 


1 


1 8. 


6 


3 0. 


6 


3 7. 


6 
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32. 


9 


2afe0J6 6 


3 9. 


3 




4 8. 


8 




2 1. 


7 




2 3. 


0 


mmmio 


2 1. 


9 




4 9. 


4 




2 8. 


7 




2 8. 


4 




1 8. 


3 


saw is 


3 0. 


4 




2 8. 


1 




6 3. 


2 




7 4. 


7 


3^6097 9 


6 8. 


3 


mmms o 


6 7. 


2 


mmms i 


6 7. 


5 


mmw82 


3 6. 


0 


Ph-NHCO-SLV 


4 5. 


9 



U C(0v^-l/*t'2m I (1 0%FCS£ 

X 1 x 1 05fl<Dt: h*H£fflJi&D L D- 1 £ 2 4 AM* 



Micro grid cover slip ("tr a K. jp7 , Eppendorf corporation) w 
as locked in plastic petri dish of Working Example 84 With 
microinjection of Ac - SLV induction of cell death to 
carcinoma of the colon strain (2) diameter 35 mm, in 
thispetri dish 1x105 human carcinoma of the colon cell DLD - 
1 was cultured under condition of 2 4 hours ,the 37 °C and 5% 
carbon dioxide gas making use of culture fluid (RPMI1640 
medium which includes 10 % FCS, Nissui Pharmaceutical Co. 
corporation) of 2 ml. In cell which it glues to micro grid cover 
slip, only K- PBS therespective 5 0 to 1 00 filled to cell as Ac- 
SLV, Ac - SLY or theconlrol which in K- PBS which includes 0. 
1 % FITC - dexrran with condition ofthe casting pressure 50 
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P a . £AB5Fb10. 4^0)^0. 1%F I TC-f 
*X K5>£^tTK- P B S^T? 1 O OmMlZtSgg L*: 
Ac- SLV, A c -S L Y t L < > ho — )U t L 
TK-PBS<D^^-ttL-Ftl5 0 3i^1 O 0®<D$®fe\Z 
&ALfc 0 KFasfii«:(CH-11) aSttB 

T*l*, 7^D^>yi^v3>SBiII:5 00ng/m 
I (DCH-1 1 £ v-V— UlZ&flD Lfco ^O-C >v 
x ^ •> 3 ><D 1 6/»^20 Blfiil&C: 1 % H o e c h s t 
3 3 34 2mPBSt^^feL, ^S^Lfco 

Hoechst3334 2 §k^.\Z J: ^0>mWi^it\Zj: 
Ac- S L V*<tSFa 8ta(*lC»r*««ffltea)Batt* 



hPa and injection time 0.4 second micro ^ — ^ tf rater ( 
Eppendorf corporation), micro injector ( Eppendorf 
corporation),and making use of gjass needle ( :7 x A jp7 chip , 
Eprjendorf corporation), are rnariufactured in 100 rrM 
Furthermore , with anti- Fas antibody (CH - 1 1) treated cell, 
CH- 11 of 500 ng/mlwas added to petri dish imrediately before 
rricroinjection. You dyed core with PBS which from 1 6 of 
micToinjectionincludes 1 % HoechsG 334 2 after 2 0 hour, 
photographing did Among cell which are dyed with FITC, cell 
where theapoptosis is to happen with shape change of core 
was decided with the phase contrast microscope image and 
HoechsG 334 2 dyeing, cell count counted As shown in 
Table 7, it raised sensitivity of cancer cell Ac- SLVwhich was 
filled inside cancer cell for anti- Fas antibody, cell death it 
isinduced was shown densely in cancer cell. 









SFa siSttCCH-ll) 


Ac-SLV 


ac-sly 


K-PBSO* 


0 n g/m 1 


21. 7 


2 1.3 


23. 0 


5 0 0 n g/m 1 


49. 8 


24. 8 


2 3. 4 



8 5 I L-8-gttg*arL*»*«»feOfflM 
(Ph-NHCO-TT L-OE t) *T^^ 

— <T>7 4 l*N euro p r o b o tt§4 (*°Ttr 

-fX3 urn ) £Jfil*fco IL-8,^M 
««« (Ztt 0 . 1 % B S A *#t? RPM I tg*fe£JB l*fc 
. TM\Z 1 0-SM<7) I L-8 £ 1 62/il in A* ±SlC 
#***>?i&;$ 1 O 0 u I dO 6 !) ^Atlfco 3 7°C-C 

oKtLtztzom^m (%) *#tofc. w&tifcft* 



Was appraised by feet that count it does neutrophil which ismo 
ved to lower room influence of the compound of this invention 
(Ph - N HC O - TIL - OEt) for chemotaxis of thehurnan 
neutrophil with Working Example 85 Is induced with IL - 8 
control of neutrophil chemotaxis which IL - 8 , making use of 
chemotaxis chamber, filter of chemotaxis chamber used Neuro 
probe supplied (pore size 3 m). RPMI culture medium which 
includes 0.1 % BSA was used to neutrophil , IL - 8and dilution 
etcof sample. IL-8of 10-8M162 1 was added to lower 
room, theneutrophil broth 100 1 (106) was inserted in upper 
charnber. 3 0 rrin incubate it did with 37 °C and it counted 
neutrophil which wasmoved to lower room with Coulter counter . 
When designating sample no addition as 100 %, chemotaxis 
ratio ( % ) wassoughl. result which is acquired is shown in next 
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From fact that it possesses activity which adjus 
ts functionof cytoplasmic merrbrane receptor, it can utilize 
conpound of utility this invention on industry, inthe 
therapeutic agent of disease which relates to signal transduction 
of cytoplasmic irerribrane receptor, compound of and this 
invention can regarding to method whichadjusts signal 
transduction of rnethod and cytoplasmic merrbrane receptor 
which analyze thefunction of Oterrrinal of cytoplasmic 
membrane receptor, to utilize. 
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